(19)B*B#arJf (JP) 02) <fe ^ iff & $| (A) (ll)4$ifttiHa*## 

^2001-519812 
(P2001-519812A) 
(43) ^ B ¥#13^10)? 23 B (2001. 10. 23) 



(51) IntCL' ttB5S# FI f-73-r(##) 

C 0 7 D 401/14 C 0 7 D 401/14 

A6 1K 31/454 A6 1K 31/454 



A 6 1 P 1/00 






A 6 1 P 1/00 


3/10 






3/10 


9/00 






9/00 






*gf3fc =H&m£g&t *r 137 m) Bt*mzm< 


(21)tHR#*f 


4tO710-542891 




(71)fflHA *)VZ X>H *>AX- -f>3-# 


(86) (22) (USB 


¥/£l0if4)! 2 8(1998.4.2) 






(SOBRSSEaiB 


*?m W 9 ^ 29 B (1999. 9. 29) 






(86)H(5tilHS# 


PCT/US 9 8/0 6 4 8 8 




07065, D— >X1\ -f-XH »J>*— 


(87)HIS^88## 


W09 8/4492 2 




> y?x-a- 126 




¥&104nO£15B (1998. 10. 15) 




(72)55?^ 'J-7- 




6 0/04 2, 6 3 7 






(32)«ftB 


¥&9^4)3 4 3(1997.4.4) 




07065, D— >X-f, -T-Xh ■ U>#- 


(33)«$fc«*«S 


*S (US) 




> • 7^=1- • 126 


(31)ff$fc«£3B#^ 


6 0/0 64, 3 7 8 




(74)ttSIA #fct )IIP 88 (^2«) 


(32)ff$feB 


¥J£ 9 *P1 1)5 6 B (1997. 11. 6) 








*S (US) 















(54) KKO^St] V?h;ij'^>fHMi 



(57) [S*J] 

*fS9itt. ««fr-tJ-^-r^2t»-r-5i«t»ame^ 

«Cff$2n5£2:*ftJ<»£^ti5£ (i) (rut&goim 




( 2 ) <&m 2001-519812 

[ m tf m * © « a ] 

ta *j j; u< 7k fa m o 

pi t 0 

R _c- z i- E -B— Q x 

c=o 

z 2 

R 1C — |-Q — R 8 

w 

I 

r 1 r± % - c , . i e r a- * , - r y — /u , r y — /u (c,-,r;^yW - , (c 
3 - 7 > ^ p r & * & ) ( c , . . r )v * jv ) - % (c.^r/^/H - k - (c,. s 7 

;u ^ ) - , 7 y - (C.^C S 7^^^) -K - ( C ! ~ C s T /v ) - is J: 
T* ( C 3 - 7 > * p r ^ * )V ) (Co- 5 7;^;H - K - (C-sT;^^) - h 

T * gfl ft 12 , l^5m<D^tiSf>>m. S (O) „ R 2 ' . 1 - 3 i^O R 28 
i££fcl*C (O) OR 2t C J:otSft$titv>Tt)g< ; 



7 y - ;H j: , ^gife^tMll - 3fi^C 1 . 6 7;^;H, 1 — 3 I <Z) p 
VS. l-2(gCD-OR ! S, ^ ^ U V 3* * 3r > , - S (O) „ R 2 , 1 - 2||(0 
CF 3> - OCF,fcb<ttNOiS. - N ( R 2 ) C (O) ( R 2 ) , - C (O) 
OR 2 . - C (O) N (R 2 ) 2 . lH-f b^Z-^-S-^/K - SO z N (R 
2 ) 2 , — N (R 2 ) SO^x^/^fctt-N (R 2 ) S0 2 R 2 C ioTS^^ 

v ^ ~ /u , *r ? ^ , f ^ m ^ % ^; y ^y^yy^/i-. o F !i ^ 

. 7tV y e y , ^ >- :/ ^ m - ,u % ^<y/77-/K f 7 / y /vis 

K fi - O - , - S (O) D - . — N (R 2 ) C (O) - % - C (O) N ( R 2 ) 
- , - CR 2 = CR J -fc<tt/-CEC-^^^i^^I^$n; 



( 3 ) 2001-5 198 1 2 

R 1 • , H & £ X* C > - , 7 ;u * ju b t£ Z g$ 1>> h MR Z ti ; 

R 1 e 12 . H, - ( C H 2 ) , S R 2 . - (C H z ) « O R 2 33 £ Xfi C . - . 7 /U * jU 

r 2 1* , h, c,-,7/^;k (ch 2 ) .-ry-^jsiifc.tV^pr^* 

A* ft 6 « a* S « S ix ; 2<®(DR 2 g^#ft-r5^^, ^*x<b<£>&te^ix£, 

U^fiJ^^W^AIf i:-ft^4otC s ..a$:$tr ^ gt IS O , S £ 

li N R 3l $r^A/t*^t{)S < ; R 3 * ii tK m £ (1 C , - , 7 3r "C *> 9 ; ^ C , 

. 6 7;^;HiOHCJ;oti^$ixt^TU< ; 

R^iC.-aT^^r/U^^tt^, ^tllil - 5|i^^oy>l t S (O) » R 2 

l-3(@(DOR 2, l^^|j:C (O) O R 2 ' C J: o T Ife $ tlT ^ T {> 6 < ; 
R 2 'te. H *3 J: c , . . 7 ?v (OHi:j:oTfi*SliTi>ttfi^) a» 

fta*a»feil#£;Jx; 

Z 2 , - O- . - C H 2 - v -CHR !b -fcJ:t5-NR ,k ^t)4S»^t)l« 
^ftl ; Z'^NR'^^fg^, ^ *X {2 R 1 c , Q4fc(iWtifiLtCi.,SSr|g 
*tt^rtfi< , mmteO. S (O) s t> L< liNR Jl i:J:ortK^^-C^ 
X fc A < ; 

R 2 b 12 , C.T^^/K - (CH 2 ) t - T y — JU , - (CH 2 ) a C O 2 R 

2 . - (CH 2 ) fl CON ( R 2 ) 2 , - ( C H s ) D O H <t t5 - (CH 2 ) n O R 2 
feft5»*»b»«Six ; 

W I* „ H , C,.,T^*;K - ( C H 2 ) t - T V — A- (T y - ^117x^/1,, 

\? 7 zr. =. >V *5 X U 5 7 )V ft* h MR £ ft <5 ) % ~ (CH 2 ) t - ^ n T y — A" ( 

^fD7y-;Mi, f h7/!i/K t^t^T/li/K 9" T T ✓ U A* „ M7 
/ y ;w*5 i V If 7 ^ 1R s n S ) , - (CH 2 ) , C (O) OR 2 , - ( 

CH 2 ) , O R 2 , - ( C H 2 ) ,OC (O) R 2 . - ( C H , ) « C (O) R 2 „ - ( 
CH 2 ) fl C (O) ( C H 2 ) t 7 y - )V , - (CH 2 ) , N (R 2 ) C (O) R 2 , - 



( 4 ) &m 2001-519812 

( C H 2 ) Q C (O) N ( R 2 ) 2 , - ( C H 2 ) < N ( R 2 ) S O 2 R 2 . - ( C H 2 ) 
, N ( R 2 ) C (O) N ( R 2 ) 2 - ( C H 2 ) , O C (O) N ( R 2 ) 2 . - (CH 2 
) , N ( R 2 ) C (O) OR 2 . - (CH 2 ) , N (R 2 ) S0 2 N (R 2 ) 2 3o Jl — 

(CH 2 ) „s (o) . R 2 ti> h ft 5 mfr 2 in ; 

iSl:33V^T^fn7y-/HU*li, ^ n ^ ^ , R 2 . N (R 2 ) , t) L < li O 
R ! T*ift^ixTV>Tt)a< ; R 2 . (CH 2 ) « ft X Xf (CH 2 ) t l41-2flOC 
, - « T ^ * ^ , OH. O C ! - 8 T /U * /U , O (CH 2 ) t - T !/ — , O C , - T V * 
d7/U^;K C O 2 H . C O 2 C » - s T ?V *c , CO z (CH 2 ) t - T U — , CO 
2 C 3 - 7 > * p 7 ^ ^ f fc li 1 — 3 <g CD /n 



hu K r y — ^ «i # i± $ e> m , i~3«<0^ny>', - or 2 , - con (r 2 ) 

2 . - C (O) OR 2 , C, ,7;^^, - S (O) B R 2 . - N (R 2 ) 2 . - C F . 
SfcttiH-r l>7/-^-5->f/H:J:oTB»5iit^T<)6< ; 
QttTlB^*5t3&»bft6S¥^fcaR**tSt3^S:*U ; 

— (CH 2 )— V-(CH 2 )— ; — (CH 2 )— C-(CH 2 )?— ; 

R 7a 

R 7 

— (CH 2 ) X — V — C- (CH2) y — ; 
R 7a 

R 7 R 7 

— (CH 2 ) X — C — V-(CH 2 ) y — ,' — (CHg)*— V-(CH 2 ) y -C— 
R 7a R 7a 

*5«fc7/ 

f 

— C-CCH^-V-CCH^- 
R 7a 



St, xfe<tU«y liiiCO, 1, 
V li , - N ( R 6 " ) - S (O) 

2 CO-tf><bftS8¥ri><biltR£;iX ; 



2 , 3 „ 4 , 5 £ fc ft 6 "C fe 9 ; 
B - . - O- . - CONR ! -ioJ:{5- 



N R 



( 5 ) &m 2001-519812 

R 6 • 12 , &m . C,7;^;K R 2 C (O) -fcitfR'SO.-i^SSB^ 
6 IK £ ft ; 

R'li, - N R 4 R 6 , - N ( = N R * ) N R 1 0 J: - N 4 ( R 4 ) , A* ft £ » 

r 4 *j J: R s r* 3S a: ir % - r 2 . - c ( = n r 2 ) n ( r 2 ) , , - c ( = ncn 

) N ( R » ) , % - C ( = N C (O) R 2 ) N ( R 2 ) 2 , - C ( = N S O 2 R 2 ) N 

( R 2 ) 2 . ~ C ( = N N O 2 ) N R 2 % — r- a T y — % - C ( = O ) N ( R 2 ) , 
. - C (=0) R 2 , 2, 2, 2 - M7;^oxf;K 3, 3, 3-M7;i^ 

to/ne^fcit; ( c h , ) ,-i/^B^otf/ui»64fi»i>6ii)ijh6j>; 

3 IMS R 4 <h R 6 ^ - ffc <t ft o T . - ( C H 2 ) a - L . ( C H 2 ) . - & « L ; 
L . tt - C ( R 2 ) z - , - O - , - S (O) . - £ tz tt - N ( R 2 ) - -C 9 ; d 
*5 J: e a & l — 3 X* tb *) ; flu IS — r- p r y — A* *3 J: R 2 13: , l — 3 <£> 
C,.,7;^^S, \ ->-7m<D^*?^m x N ( R 2 ) 2 , OR 2 , N ( R 2 ) C ( 
O) R 2 , C (O) N ( R 2 ) . OC (O) R 2 , S (O) . 



R 2 , CF,. OCF 3 . N0 2 , N (R 2 ) C (O) ( R 2 ) , N ( R 2 ) C (O) 
N ( R 2 ) 2 , C (O) OR 2 , C (O) N (R 2 ) 2> S O 2 N ( R 2 ) 2 , N (R 2 
) SOzR^t^^f-^y^t^i/flgl^tlt^ttK ; 

E Ji . -SO,-, - CO (C ( R 2 ) 2 ) . - , - C ( = N - C N ) - % - C ( 
= N — N O 2 ) - *5 £ - C ( = N — S O 2 N ( R 2 ) 2 -;&>ibft5ffiM>^il«i*ft 

R 9 & <£ t5 R 1 0 I* ® il Id H fc L < J* C , . s T >v * "C fe 5 , * tz i* ffi ^ ^ — flc 
tftotC ) .,StSL"Ctft< 1 ^ g fi O . S (O) B t>L<teNR 2B (-cfcoT 

BttTlB^«jS^feftS»^feiB«$tb ; 



( 6 ) 



$3f ^ 2001-519812 




R 2 R 2 



(!) 



I: J: o t , g^SI^^^tfc^ ; r 2 *s X XI ( c H 2 ) , _h §E fffi « L ft ii 

/ — \ 

Y 

[4 , ##»*fctt###«^5-6««**L; 
G fi N , C H * 14 C T* & 9 ; 

Y 14 * - C (O) - , - S O 2 - , - C (OR 11 ) = , - C (SR 11 ) = , - 
C ( N R 1 1 ) = % - C ( R 1 1 ) i- 2 = . =N-, NR 11 , =NC (O) - % -N 
( R 1 1 ) C ( R 1 1 ) 2 -&tzte- C ( R 1 1 ) , - -C D ; 
X 14 - N ( R 1 1 ) - „ = N - , = N - C ( R 1 1 ) 2 - % - O - , - O - C ( R 1 

1 ) 2 - , - S - , - S- C ( R 1 1 ) 2 - £ (4 C ( R 1 1 ) , -C D ; 

R"I1H, C,-C,7;^;K - ( C H 2 ) P O R 2 , - (CH 2 ) P N ( R 2 ) 2 
% (CH 2 ) P N ( R 2 ) C (O) N ( R 2 ) 2, - (CH 2 ) P N ( R 2 ) C (O) R 

2 , (CH 2 ) ^foT (CH 2 ) P N (R 2 ) S0 2 C 1 —C 4 T/U^r>'U, 
- (CH 2 ) P C (O) N ( R 2 ) , 4 fc H: - (CH 2 ) P C (O) 



( 7 ) 2001-519812 

O R 2 X* h Q ^TaTD-^d, =r h y / — . * * * T ✓ — . ^ ^ ^ J 
-^SfcttMiry-yi'-efcl), ^ ix <b 12 R 2 . O R 2 £ 12 N ( R 2 ) i HJ: o t 

Aliffi^3^#^^L<li#^#^Tfe , 9 ; BE « Mc 5 ^ 1 2<@^®^^r^L ; O 

ny>, -OR 2 , N ( R 2 ) 2 , UV^**^, - S (O) . R 2 . - C F 3 , 

-OCF 3 , -N0 2 , — N ( R 2 ) C (O) ( R 2 ) . -C (O) OR 2 , -C ( 
O) N ( R 2 ) 2 . - lH-f h?'/- /U - 5 - >f , - S O 2 N (R 2 ) 2 , -N 

( R 2 ) SO,7x^;K N ( R 2 ) C (O) N ( R 2 ) *5 J: - N ( R 2 ) SO z R 
2 ^^il^^tl5 1-3fi^ST-S^$tbT^T^fi< ; 
mI*0-'26Q^S&-C&>t) ; 
nliO-3(DlS[-Cfci3 ; 

tf*o — 3oi»r*fc5'o ] 
2. T»«S* I ' oft^llifcS^ttllift^lkoSiftliffSJnfiSSkli 
zK fa 4& o 



R 1a 

R, -C-Z 1 -E-B— G x Jx 



0 



c=o 
z? 




»1c 



-Q R £ 



W 

s$ r 



R'i4, - c , ~ c , . r y> * ^ , r y — a- , td-a- (c-ct^**) . ( 

C , ~ C , if a T l\> tv ) ( c , ~ C . T /u * ;w ) - . (Ci — CiT^^f ^) -K 

- (c,~c,r**;H - , r ( c , ~ c s r a- * ;u ) - k - (c,~c s r 



( 8 ) 2001-519812 

A- * /U ) - ft XXf (C 3 — C 7 ->^nT/U^/U) (Co-CsT/W^r/U) -K - (C 
i - C s T >v * ;u ) -^t)*5»^f)IR$ti;Kli-0-, - S (O) - 
N ( R 2 ) C (O) - % - C (O) N ( R 2 ) - , - CR' = CR z -^^i(i-C = 
C - X* &> V ; R 2 & £ XfiT si* * ^ 1 — 5{@£>/>ay;/ x S ( O ) . R 2 6 , 1 ~ 

3(@ooR 2e ^tiic (o) OR 2 'iaot$f)i:M$iit^tU< ; r y 
l - 2 io- o R\ 



^ ^ U V ^ it * , - S (O) B R 2 , l~2{g<D-CF 3x - O C F 3 . ^ h o % 
-N ( R 2 ) C (O) (R 2 ) % -C (O) OR 2 , -C (O) N ( R 2 ) ( R 2 ) 
, -1 H - v- V 7 V — >\s - - 4 >V ^ - S0 2 N (R 2 ) ( R 2 ) . - N ( R 2 ) S 
O 2 -7 ^ ^ ^ tz n - N ( R 2 ) S 0 2 R 2 C J; ot Si^K/:7xx;K y ^ 
% K 7 x n ;u , * S V ~Ar % << V / y ^ /u % ^ y F !) ;K T if ^ >- K — , tr 
y /< y / f x x ;l/ , ^ >> y y y n ;V % ^Tv'y^^Jltf^vX^^^v'y 

a» * * * a» a « £ ft ; 

R 2 . * * . C-C/yv^r/K (CH 2 ) , 7 !l J: tfC- C T o 

7y^;u^b^5S^f)IW$^ ; l (S^iiFil: 2 i © C , - C & 7;>^;H^ 

^ , ^j£l£fcteNR 3a £^A,T-^-Ct>&< ; R 3 Mi7K^^fcl^7k^S^J:oTe 
R 2 a «: , **feJ:^C l -C J 7/^;u^6 4S8^?)I«Sh ; 8 7;^;Hi 



R 2b te, ?Km, c-ct/^/k (ch 2 ) t r y - , - (CH 2 ) a co 2 

R 2 , - (CH 2 ) 0 CON (R 2 ) 2 , - (CH 2 ) D O H ^ I i - (CH 2 ) a OR 2 
& igJR $ ft ; 

R ,c ll. * 3f , - (CH 2 ) « S R 2 , - (CH 2 ) ^R'joi^C-C.T;^ 



( 9 ) 2001-5198 1 2 

Z 1 14 . - O - , -CH^fcit^-NR^^^/^lf^^IW^n; 

Z 2 14 . - O - , — C H x — % -CHR^-fci^-NR'^^^^P^^IR 
£ *L ; Z 2 755 N R Jb $r^-r^^. ^ *W4 R 1 c , Q io J: t;/ ^ 11 W i: 18 L t C 5 
.,S***tt^tt)fi< , 3e^f4g£§?l. S (O) ,U<liNR l, i:J:oTt 

w 14 . &m s c,-c,r;^;K (ch 2 ) , r y — /u . - ( c h * ) , c (o) 

OR 2 . - ( C H , ) „ O R 2 . - ( C H , ) «OC (O) R 2 , - (CH 2 ) , C (O 

) r 2 . - (ch,) , c (o) (ch 8 ) t r y - /U , - ( C H 2 ) , C (O) N ( 

R 2 ) 2 . - ( C H , ) , N ( R 2 ) C (O) R 2 , - ( C H i ) , C (O) N (R 2 ) 2 

. - ( C H , ) . N ( R 2 ) S O 2 R 2 , - (CH 2 ) q N ( R 2 ) C (O) N (R 2 ) 2 

, -(CH 2 ),OC(0)N(R 2 ) 2 . 

- (CH 2 ) , N ( R 2 ) C (O) OR 2 , - (CH 2 ) « N ( R 2 ) SO z N (R 2 ) 2 

, - (ch 2 ) , s (o) .R 2 ^<tt^ (ch 2 ) * r v — >\»t* h ft z>mt>> hm 

RSft ; K^r d 7 y - yuttff* l< 14, =r Y 7 / — >v . Or * W T V — , 7 
T i? T / - )V , h y r ✓ - * 12 t° 7 v> > "t* *> 0 % R 2 , N ( R 2 ) z*3J:(JtO 
R 2 -eH&£*LT^T4>&< ; R 2 , ( C H 2 ) , *5 £ (CH 2 ) t 11 1 - 2 |@ ^ C 
,~C 4 T/U^/W, OR 2 . C (O) OR 2 , 1 - 3i(D^pyyt*gft^t^t 
; itu IB T y - J4 , l~3<@<£>/>uy>^ - OR 2 , - CON (R 2 ) 

- C (O) OR 2 , C i — C < T /U- 3r /U , - S (O) » R 2 , N ( R 2 ) 2 , C F 3 * ft 
14 1 H-r h 7/-^ - 5-^;uti»$ixt^TtS< ; 



( 10 ) &m 2001-5198 12 

Ft 7 

-(CH 2 )j— ; — (CH^sr-V-fCH;,)^ ; — (CH^jr-C-tCHaJy— ; 

R 7a 

R7 ? 7 
-(CH 2 ) x -C-{CH 2 ) y — ; — (CH 2 ) X — V— C-(CH 2 ) V — ; 

R 7a R 7 " 

f 7 fl 7 

— (CH 2 ) X — C — V-(CH 2 ) y — — (CH2) K -V-(CH 2 ) V -C — 

* 7a R 7 ° 



x *3 J: y 13: ® ±L \C 0 , 1, 2, 3, 4, 5 l£ 6 T* £> «9 ; 

V , - N ( R 8 0 ) - . - S (O) , - , - O - , - CONR a ~33«tt5-NR 

2 C O - h ft Z tbmvi £ ; 

R * a , fcliC-CT/U^/K R 2 CO-:fc<£TJ*R 2 S0 2 -^^&5 

r y - ^ ^ 4 5 i ^ b I R $ H ; 
R fl l± % 

,R 4 NR 9 ^4 



-^o^ nr10 fcctv — rsT — r 4 

R 5 . R 4 



a> & * -5 m *> t> m ir <* n ; 

R 4 J; TJ< R 5 $1 5z! f:: . R 2 , - C ( = N R 2 ) N (R 2 ) 2 . - C ( = N C N ) 
N ( R 2 ) 2 „ - C (=NC (O) R 2 ) N (R 2 ) 2 . C (=NSO z R 2 ) N (R 2 
) a , - C ( = NN0 2 ) N R 2 x ^^PTy — /u. - C (=0) N ( R 2 ) 2 . - 
C ( = O ) R 2 , 2 , 2, 2-M)7;^nxf;K 3, 3, 3 - h V y * * 
rf a tr /u *5 J: ( C H 2 ) fc e /M^/j:5»^^IK 



£;ft,6^;&6VMiR 4 <bR 5 riS-#<!:&oT. - (CH 2 ) d -L 0 (CH 2 ) „ - 
«rSt:i^-e§ ; L.li-C ( R 2 ) 2 - % - o - . - S (O) . - $ tz 13 - N ( 



( 11 ) 



&m 2001-519812 



R 2 ) --CfcD ; d is i(5e ItStii: 1 - 3 t-fc 9 ; iuE^f n7 y - /uioit; 
R 2 , l-3fi(OC ( -,7/^^S, 1 -7fi©^Dy>, N ( R 2 ) 2 . OR 2 
. N ( R 2 ) C (O) R 2 „ C (O) N ( R 2 ) % OC (O) R 2 > S (O) » R 2 * 
CF 3 , OCF,. NO,, N (R 2 ) C (O) ( R 2 ) % N ( R 2 ) C (O) N (R 
2 ) 2 , C (O) OR 2 , C (O) N ( R 2 ) , , S O, N ( R 2 ) 2 , N (R 2 ) SO, 

E % - SO,-. - COC ( R 2 ) N - , - C (=N-CN) - , - C ( = N 
- N O 2 ) - £ - C ( = N - S O 2 N (R 2 ) ,-a»&fc5#a»&lB*StL; 

R 9 53 J: Of R 1 0 ft Sb H U < II C , . . r A* 3r T* 6 , * fc: M: ffi # # — 
tftotc,.,«t«trt)ft< 1 BE S li , B£ m , S (O) .lfcfiNR 2, Ci;o 

BttT8E<o«i6^feft-6»^e>j8«$ixS#Stt«it. S , ffi X 8 * fc tt - 



ftij fe 5 ft 





G N . CH*fcteC=-C*>D ; 



001-519812 



( 12 ) 

YIL - C (O) - . - SO,-. - C (OR 11 ) = , - C (SR 11 ) = , - 
C ( N R 1 1 ) = , - C ( R 1 1 ) k = . = N - , N R 1 1 , =NC (O) - , - N ( 
R 1 1 ) C ( R 1 1 ) t - £ fc i* - C (R 11 ) 2 - -C 19 ; 

Xtt-N ( R 1 1 ) - , = N - , =N-C ( R 1 1 ) 2 - , - N ( R 1 1 ) - % - O 
- % - O- C ( R 1 1 ) 2 - , - S- , - S- C ( R 1 1 ) , - f: fc I* C ( R 1 1 ) 2 
& *) ; 



RnllH, Ci-C,7/^;K - (CH 2 ) p OR 2 . - (CH 2 ) P N ( R 2 ) 2 
% (CH 2 ) P N ( R 2 ) C (O) N ( R 2 ) 2> - (CH 2 ) P N ( R 2 ) C (O) R 
2 . ( C H z ) 2 — -r n T y - A- , (CH 2 ) P N ( R 2 ) S0 2 C 1 -C 4 T/u^r>'U, 
- (CH 2 ) P C (O) N ( R 2 ) , * fc 14 - (CH 2 ) P C (O) O R 2 £> 9 ; ^ 
fory-/Ht x h 7 :/ - > ^ * ^ T ✓ - . ^ F 'J 7 

✓ — yu-Cfc«9 % ^ ix b (i R 2 , O R 2 ^ li N ( R 2 ) 2 (c J: o T $ ti t ^ t t 

A(j:8^7y-;uU<li^f D7y-^S (»So l - 4|Boia^ ^ 

N % Ofci:tf/4fclj:SO^foSfe*6) ; > 9 ^ 7 * >\> ; 4 fc (4 ^ ^ u 
D7/i/^;H (gS(DH^)l-3i(7)gf ngf n, O *5 J: t5 / 4 

fcli S ~C £> ) & «9 ; t£ 7 y — ?\o , ^ x n r y — ^ , p 7;^/^ fctt^ 

fn D7/^;i'Sli5'-l Ofiwgf ?:tL, 1 — 3 fiOC l -C,7;^^ 
% ^ n y > , -OR 2 , N ( R 2 ) 2 . * f- \y >- i? * * > , - S (O) n R 2 x - C 
F 3 . — O C F 3 , ~ h n , - N ( R 2 ) C (O) (R 2 ) % - C (O) OR 2 , - 
C (O) N ( R 2 ) 2 , - 1 H-r h7/-^- 5--f/U, - S 



O z N ( R 2 ) 2 . - N (R 2 ) S0 2 ^^^/U, N (R 2 ) C (O) N (R 2 ) & tz. 
tt-N ( R 2 ) S0 2 R 2 tS^$HTt>t^S< tb 

mil 0-2(^l&tfc >5 ; 



( 13 ) 



2001-519812 



k 1 i± % c , - c , , r ;u ^ , r y-;^ r y — a- , (c 

, — c t V ^ d r /u ) (c,-c,r;^;W - , (c, — C 5 T/U^/U) - K - 
(C-CsT/^;!/) 

- , ry-yu (Co-c 5 t;^/u) - K- ( c , - c 5 r ^ * ) - ts x ( c 3 
-C,^^d7;^;u) (Co-C 5 7;^M - K - (C,-C s 7;^/H — 

K i± - O - , - S (O) . - , -N ( R 2 ) C (O) - C (O) N ( R 2 ) 

A* * ^ tt , l-~5m<D^vy>'^ S (O) . R 2 * x l-3i(7)OR 2 ^/c{j:C ( 
O) OR 2, CJ:ot ^ bi:tfe$tiTV^Tt)S< ;r9-^li, ^^^yu, t7 

^ /u , tr ^ * = /u , * y y n /u % >r v =*■ y y = ^ , >f y k^/k r if >r >- k — /u 

, tr°y^7U, -< >- y ^ ^ ^ /i- , ^< > y ^ ^ ^ , f 7/!i;^J:i;^yX/f 
✓ y^A»bftS#i»6ajR**L;BEr» — /Utt, *a»*6lMil-3fi©C, 
~C«T^^r/U, 1^3m<V^vy>. 1 - 2(@(D-OR 2 , ^ ^ U is *J $r is , 
-S (O) „ R 2 , 1 - 2i©-C F 3 , - O C F , , ^ h o % - n ( R 2 ) C (O 
) (R 2 ),-C(0)OR 2 ,-C(0)N(R 2 ) (R 2 ),-lH-T-h7> r 



C-N-E-B— G 
I 

c=o 

i 

2i 





A lb 



CSC * . 



( 14 ) #3* 2001-519812 

— /U _ 5 _ j , v % - S O 2 N ( R 2 ) ( R 2 ) . - N ( R 2 ) SOi^m^/U^fctt 

- N ( R 2 ) SO^'iaotBfe^titfc!) ; 

R 2 . * Si , c,-c,7/^;k (ch 2 ) * t y - *5 J; 



c 


3 ~ C 7 > ^ n 


T /u * ft 5 # » « £ n ; l «©1S^±H2|B^C, 


— c 










P^C t»R He*. R5t 


^ fij£^'£f-J'±NR 38 £'-ph'AyT^T^&< - R 3 ° f3: zk ^ ^ 








efc o T S 


ft ^ h t T ^ I ^ C i ^ C . 7 /!/ ^ "C & U) : 


R 


2 e 




A 3i i5 

* /JN. 


J: C , ~~ C « T )V 3r rt* ft £> 8£ rt* ill #vi £ * s£ 7 3r /l" X& 








± o T 




z 




_ o — 


- C H 2 — -CHR 2k -ioJ:t5-NR zk ^f)/j:6i^^I^ 




> 


z 


2 # N R 2 


b & 6 ^ ^ , ^n^R !c > Q:fc£t5/£fcf*W£iej|SL-CC 8 


- 8 33 








x & < , mm&mm . s (o) b ^l<^nr 2 "(cj:ot* 


Sr * 




r 




< ; 


R 


Z fa 






c-cr/^/K (ch 2 ) t ry-/u, - (ch 2 ) n co 2 


R 2 * 






( C H 2 ) 


0 CON ( R 2 ) 2 , - (CH 2 ) n O H $ t li - ( C H 2 ) „ O R 2 


a> 


51 








R 


1 c 






- (CH 2 ) „ S R 2 . - (CH 2 ) q OR 2 *3«fct*Ci^-C,T/U* 


?V 


h 


ft 




iK * *t ; 


W 


fi 


■» 




.-CeT/U^r/W. ( C H 2 ) t r y — /u , - (CH 2 ) <,C (O) 


O R 


2 

> 




- ( C H 2 


) , O R 2 % - ( C H 2 ) , 



o c 


( 


O 


) R 2 H - ( C H , ) « C (O) 


R 2 , - ( 


c 


H 2 ) fl C (O) (CH 2 ) 


t r 


y - 






- (CH 2 ) ,C (O) N (R 


2 ) 2. " ( 


c 


H 2 ) , N ( R 2 ) C (O) 


R 2 




( 


C 


H 2 ) ,C (O) N ( R 2 ) 2 . 


- ( C H 2 ) 




N (R 2 ) SO2R 2 . - 


( C 


H, ) 




N 


(R 2 ) C (O) N (R 2 ) 2 , 


- ( C H 2 


) 


,OC (O) N ( R 2 ) 2, 




( C 


H 


2 ) 


, N ( R 2 ) C (O) OR 2 , 


- ( C H 2 ) 




N (R 2 ) SO z N (R 2 ) 


2 > 


- ( 


C 


H 


2 ) , s (O) a R 2 ^oJ:t5 (C 


H 2 ) i ^ T" 


o 


7 y - ;ui»e>ft6»^fc 




$ tl 




m 




, =r V y / 




, ^- 1?" r ✓ - , 


r T 



( 15 ) *$^2 001-519812 

is r y — >v , h y 7/-/utfciif 7^>-efc?), r 2 * n ( r 2 ) , £ u< o r 2 

TB*Shtv^ fcft< ; R 2 . ( C H , ) « 3s <fc (CH 2 ) ,111-2100,- 
C , T >\> * , OR 2 , C (O) OR 1 , l-3|g<OAD^yt*lS^tlt^tt) 
& < ; Hff IB T y — yHi , l-Sfg^^uy^, - OR 1 . —CON ( R 2 ) , , - 
C (O) OR 2 , 0,-0,7/^;^ - S (O) » R 2 , N (R 2 ) 2 , C F s * fc 14 
iH-fh7/-;v-5-'</i/ti^$nTv^t'[)6< ; 



R 7 

— (CH 2 )— ; — (CH^V-CCHa)— ; — (CH 2 )— <p-(CH 2 )— ; 

R 7a 

? 7 r 

— (CH^-C-CCH^— I — (CH^— V— C-(CH 2 ) y — : 
R 7a R 7a 

— (CH 2 ) X — C — V- (CH 2 ) y — *<i;tf — <CH 2 ) X — V- (CH 2 ) y -c — 
R 7a R 7a 



5£ * , x J3j;(;y I4»4i:0 % 1, 2, 3. 4, 5*fett6t?fc!9 ; 

V J4 , - N ( R 6 a ) - , - S (O) - O - , -CONR 2 -:fc£t5-NR 
2 C O - b ft Z bmtR £ ft ; 

R * " fit , ***fcttC,^C,7/U*^ 1 R 2 CO-^J:t;R 2 S0 2 -^f)^5 

R 7 ft J: R 7 8 14 a at. \c , * IB . C-C.ryu^/u, h y 7 ;u ^ n > f J; 
Tf T V - /U b til Z $$ A* b MIR £ th ; 
R 8 f4 , 

R 4 NR° ^ 

R 6 . " R 4 



A» 5 W Si m £ ix 



( 16 ) 



2001-519812 



R* & XTfR 5 ^ R 2 % - C ( = NR Z ) N ( R 2 ) 



- C ( = N C N ) N ( R 2 ) 2 . - C ( = N C (O) R 2 ) N ( R 2 ) 2 , C ( = N 
S O 2 R 2 ) N ( R 2 ) * , - C ( = N N O 2 ) N R 2 . ^fo7y-;K - C (=0 
) N ( R 2 ) 2 % - C ( = 0) R 2 , 2, 2, 2 - M7;^oxf;K 3, 3, 
3 - h y 7^tD^P tT/Ui3j:tf ( C H , ) ,V^/n^;m^45ft)i»61« 

; fcS^MiR^R'^-^ir^oT, - (CH 2 ) d - L . ( C H , ) . - 
^St:H5tt ; L . 13: - C (R 2 ) , - , - O - N - S (O) B - * fc: « - N ( 
R 2 ) - T* & V ; d iU« e ttftitc 1 - 3 D ; ffllE^f p 7 y - ;v*5i:i; 

R 2 te. l-3fi©C,-,7;^;H, l-7®0^>Dy>-, N (R 2 ) 2 , OR 2 
, N (R 2 ) C (O) R 2 , C (O) N ( R 2 ) . OC (O) R 2 . S (O) B R 2 , 
CF 3 . OCF 3 , NOz. N (R 2 ) C (O) ( R 2 ) , N ( R 2 ) C (O) N (R 
2 ) * % C (O) OR 2 . C (O) N (R 2 ) 9% SO z N (R 2 ) 2v N ( R 2 ) S0 2 
R 2 * it \t * u > is * * is X Eft S T T fc a < ; 

E(i, - S O 2 - , - COC ( R 2 ) N - , - C ( = N- CN) - , - C (=N 
-NO,) - *5 J: - C ( = N- S0 2 N ( R 2 ) 2 ) -a»&Jfe6Wj&» & 

R 9 *5 J: a R 1 0 it m & H fc L < IK 1 - 8 7;^;K^5^\ 



* fcitst*-#t 4otc,.,at«Lr t*< , m&nmm % s (o) . * fc 



( 17 ) $P^2 001-519812 

R 2 / ___ 

|- N ? Vl- VjL ' 

R 2 R 2 

ffld I- * 5 i& 

(?) 

J: o T , JIS^fl5Bf* s ^*ixr*5f9 ; R 2 3o J; ( C H 2 ) , f4 _h IB T* R W U fc 9 
G 14 N , CH4fcllC=-C*5 ; 

Y (4 , - C (O) - , - SO,-. - C (OR 11 ) = , - C (SR 11 ) = , - 
C ( N R 1 1 ) = , - C ( R 1 1 ) k = . = N — , N R 1 1 v =NC (O) - , - N ( 
R 1 1 ) C ( R 1 1 ) 2 - £ J4 - C ( R 1 1 ) 2 - T- & 9 ; 



X 14 - N ( R 1 1 ) - , = N - , = N - C ( R 1 1 ) * - , - N ( R 1 1 ) - % - O 

- , - O- C ( R 1 1 ) 2 - % - S- , - S- C ( R 1 1 ) 2 - £ *4 C (R 11 ) 2 "C 
fe t) ; 

R 1 1 14 H % C,-C,7;^;K - (CH 2 ) P O R 2 , - (CH 2 ) P N ( R 2 ) 2 
, ( C H t ) 0 N ( R 2 ) C (O) N ( R 2 ) , % - ( C H i ) P N ( R 2 ) C (O) R 
2 , (CH 2 ) 2 t- p T y — , (CH 2 ) P N (R 2 ) SOiC.-^CTA^/U, 

- ( C H 2 ) P C (O) N (R 2 ) t&ttn- (CH 2 ) P C (O) O R 2 T 9 ; ^ 

for y-/ni, t h ^ y — & , t^tv?7)/-/K ^^/-y^tiihyr 

✓ — A- t? t> % ^ *x ^ 14 R 2 , O R 2 I I j; N ( R 2 ) s l: <t otift$ jxt^t t 
fi < , p It 0 - 3 t*^ I? ; 



( 18 ) 



200 1- 51 9812 



N , O *5 J: TJ^ / £ ft 13 S <D ^ =r n Jgi T* &> £ ) ; o7^*^ ; ^fcfi^f d 

o 7^^;wS (D o <D i ^ 3ffloJ[^^^^^Dig^N, O J; / ;£ 

{i S Tfc -5 ) £> 9 ; ^ T y — , ^ f n 7 !) ~ ^ , 0 7^^/^^^^^ 

fp ^^D7;^/uS(j:5- l OfiwB^^^L, l - 3 fi (O C , - C , 7 
, n y >- , - OR 2 , N ( R 2 ) 2 , 

* *J- \s ^ *J Or * is % - S (O) a R 2 , - CF 3 , - OCF,. ~ h n , - N ( R 2 
) C (O) ( R 2 ) . - C (O) OR 2 . - C (O) N ( R 2 ) 2 , - 1 H - h 7 
/ - >V - 5 - -< , - S0 2 N ( R 2 ) 2 . - N ( R 2 ) S0 2 ^^^/W, N (R 2 ) 
C (O) N ( R 2 ) * tt: - N ( R 2 ) SO.R^^I^^tltt^T^K ; KSC 

m^O~2CQSScT*fe»9 ; 
nteO~3<£>Mt&T-&>«9 ; 
ql*0-^3<£>SEj8:-efcB ; 
t(iO-3Wli(T^^o ] 
4. T IE 5£ I c "C«$4x-5»*3Bl IB « <E> ft & m fc 5 ^ tt ft ^ ®> <E> IM |g W 




c=o 

i 




a; ic 



R'I4. C i ~ C n 7 ^ ^ A* , 7 P - T y — A- (C,~C,7;^*) . (c 



( 19 ) ^2 0 0 1 -5 1 9 8 1 2 



3 -c, 


is # n T * ) (C,-C t 7;^/W - % (C , - C 5 7/^^) - 


K 




( C , — C 5 T * ^ ) 7 y (C,-C 5 7;^;H -K- ( C . — C 8 






- *3 J: t5 (C^CV^oT^*^) (Co-CsT/U^r/U) - K - ( 


C 


i 


-C 5 7;u^;u) -^fc45»*>6 1RSix;Kll-0-, - S (O) . - % 


— 


N 


(R*) 


C (O) - % - C (O) N ( R 2 ) - , - CR^CR'-lfcll-C 


= 


C 


- V 


9 ; R 2 <t T A- * li % 1— 5 m<& * V > * S ( O ) . R 2 8 , 1 




3 


l|Bl V^/ 




y 


— 




7xr:;U, 7 7 JU % f 7 x ^ /K / V ^ ^ , >f V / 'J ^ ^ , -f 




K 


y ^ . 


7f >f V K - iV % ^< > y ^ m ^ /U , is 7 ? ?V , f- T 




y 






ft 


*> 




1 - 3i^C,-C t 7;^;K l~3<@tf>/>c2^>', 1 ~ 2 ® <D - O 


R 


2 


, > 


U^v?^-^r>>. - S (O) . R 2 , 1 ~ 2 fl§ - C F 3 , - O C F 3 , =. 


h 


o 


, - N 


( R 2 ) C (O) ( R 2 ) , -C (O) OR 2 . -C (O) N ( R 2 ) ( 


R 


2 


) , - 


IH-T-h^y — A" - 5 - 4 A? % - S O 2 N ( R 2 ) ( R 2 ) , 







- N ( R 2 ) S O 2 7 x ^ ;U $ li - N ( R 2 ) S O , R 2 C J: o t IJft ^ ti T >3 

R 2 . 7K^. C^C,7/^;K (CH 2 ) t 7!l-^j3j:tf C,-Ct->^ n 
T /u * h ft S * t5» fe ^ « £ fi ; l<B<OH^±^2<B^Ci-C ft r^^^S^ 
# ffi i- 6 » * *hfeoS#-#iftotc,-c,«t)S*: t#-c*, R « «: 

» SI . ^^£fcl±NR 3s £^Ay-C^Tt>&< ; R 3 MS * 5?i £ IS * S£ ^ K <fc o T 
Ift$titV>T tS^C,-C,7;i/^^tfc 9 ; 

R 2 ' a % **i3J:tJtc l ^c.r/u^/u*»bfta«30»6»«Sn;KT/w^/urt: 

Z 2 IS , - O- . - CH 2 - X - CHR^-fci^-NR'^^/^i^^lK 

^tt;z 2 ^5 NR ^-c^^^^ x ^ ix is r 1 e , Qtea:t)«/*fciiwtljeurc s 
-.i^r^tT^tt)6< ;&$i\zmm. s (o) ^^[tNR^iaot^ir 

R 2 b IS . * * , C,-C,7;^;k ( C H , ) ,7 y -;K - ( C H 2 ) 0 CO 2 



( 20 ) 



<f$^ 2001-519812 



R 2 , - ( C H 2 ) D CON ( R 2 ) 2 , - (CH 2 ) B O H ^ I j: - ( C H 2 ) B O R 2 
R 1 e II , zk ^ , - (CH 2 ) , S R 2 , - ( C H 2 ) , O R 2 

W , #: 3f , C , - C B X * , (CH 2 ) ,7 - ( C H 2 ) „ C (O) 
OR 2 . - (CH 2 ) „ O R 2 , - (CH 2 ) Q OC (O) R 2 , - (CH 2 ) , C (O 

) r 2 , - (ch 2 ) < c (o) (ch 2 ) t r y — , - (ch 2 ) , c (o) n ( 

R 2 ) 2 , - ( C H 2 ) < N ( R 2 ) C (O) R 2 , - ( C H 2 ) , C (O) N ( R 2 ) 2 
, - (CH 2 ) , N ( R 2 ) S O 2 R 2 , - (CH 2 ) , N (R 2 ) C (O) N ( R 2 ) 2 
, - ( C H 2 ) < O C (O) N ( R 2 ) 2 , - ( C H i ) « N ( R 2 ) C (O) OR 2 , 
- (CH 2 ) , N (R 2 ) S0 2 N ( R 2 ) , , - (CH 2 ) , S (O) a R 2 & £ U (C 
H 2 ) t ^ro7y-;i/^&ft58^f)B«*n ; S^f n 7 !J L< I* 

, f h7/-;K * * * & r ✓ - /u , r ^ r / - a- , h y r ✓ - /u * fc is tr 9 

v> > &> 9 , R 2 , N ( R 2 ) 2 ioJ:t50R 2 tI^$tlt^Tt)6< ; R 2 , (C 
H 2 ) , *5 X XI ( C H 2 ) ,{11-2(1^0,-0,7^^/^ OR 2 , C (O) OR 2 

, 1 - 3i^/>D ^y-cg^$titi/>r^6< ;i!Bry- /m, 1 — 3 

p ^ >- , - OR 2 , - CON ( R 2 ) 2 , - C (O) OR 2 , d-C 4 7/^/K - 
S (O) . R 2 , N ( R 2 ) 2 , CF,4fcttlH-f h?/-/U-5->f/H»ift 



— (CH 2 ) 3 — , — (CH 2 ) 4 — . — (CH 2 ) 





0 o 



R 6 6 11 , 7km 4 ft C , - C 8 T /t' * , R^O-fcit/R'SO^^fj/iS 



( 21 ) 



2001-519812 



R 8 13: v 




NR 9 
II 



NR 10 




R 4 J: R 5 12 3£ £ IC , R 2 , - C ( = N R 2 ) N ( R 2 ) 2 . - C ( = N C N ) 
N ( R 2 ) - C ( = NC (O) R 2 ) N ( R 2 ) 2 , C ( = N S O 2 R 2 ) N (R 2 

) 2 . - C ( = N N O 2 ) NR 2 , ^fnry~/K - C ( = O ) N ( R 2 ) 2 , - 
C ( = O ) R 2 . 2, 2, 2 - hy 7;^axf;K 3, 3, 3 - h y 7;Ut0 
^ u fc> /U £5 J: (CH 2 ) tV^p/n^yM^/^SI^ ^ ii #i 

£ H 5 ri> ; & 6 13 R 4 <!: R 6 # fle £ ;£ o T , - (CH 2 ) « - L . (CH 2 ) . - 
^itl ; L . n - C ( R 2 ) 2 - , - O - , - S (O) . - * tz tt - N ( 

R 2 ) - "C 9 ; d*8j:tfett»SeKl — ; BtT SB — f o7 y - ;Ui5j:t; 

R 2 JS , l-^3«l©C.-.r/U*^S, l-7fi(0/Nnyy, N (R z ) 2 , OR 2 
, N ( R 2 ) C (O) R 2 . C (O) N (R 2 ) % OC (O) R 2 , S ( O ) s R 2 , 
CF 3 , OCF 3 , N0 2 , N ( R 2 ) C (O) ( R 2 ) , N ( R 2 ) C (O) N (R 
2 ) 2 , C (O) OR 2 , C (O) N (R 2 ) 2> SO z N ( R 2 ) 2 , N (R 2 ) S0 2 

R 9 & X R 1 0 11 IS £ {C H , C . - B T ?\> * /U T* £ , *5lMifif ^-*t4 
oTC 3 - 6 <D^£^j£LTl>Tt>&< 8£l&, S (O) . t f: It N R 2 * |: 

G li N , C H * tz 12 - C = "C fc 9 ; 

Yfi, - C (O) - , - S O 2 - , - C (OR 11 ) = , - C (SR 11 ) = , - 
C ( N R 1 1 ) - C ( R 1 1 ) k = , = N - , N R 1 1 , = NC (O) - „ - N ( 

R 1 1 ) C (R 11 ) 2 - * tz f* - C ( R 1 1 ) 2 - -C 9 ; 



( 22 ) &m 2001-519812 

Xtt-N ( R 1 1 ) - . = N - . =N-C ( R 1 1 ) - N ( R 1 1 ) - , - O 

- O - C ( R 1 1 ) 2 - , - S - , - S - C ( R 1 1 ) , - £ ft I* C ( R 1 1 ) 2-C- 

R"itH, C,-C,r;^;K - (CH 2 ) p O R 2 , - (CH 2 ) P N ( R 2 ) 2 
, ( C H 2 ) P N ( R 2 ) C (O) N ( R 2 ) 2 , - (CH 2 ) P N ( R 2 ) C (O) R 
2 , (CH 2 ) 2 — x n T y - . (CH 2 ) P N ( R 2 ) S O, C, - C 4 7A<*^, 
- ( C H 2 ) P C (O) N ( R 2 ) 2 * til i± - (CH 2 ) P C (O) O R 2 & 9 ; - 
f p 7 !i - ;Hi, f ^'/-/K ^ * v 5 T ✓ — ;u . >f 5^/-^SfcliM7 
y — -^n^liR 2 , OR 2 $f:liN ( R 2 ) 2 C J: o tf i^t^T 
& < , pliO-3-Ck!) ; 

AH, S^^^if^, > ^ o ^ ^ >- , >^n-0^^ x > ^ u ^ * > . fc° 
d y >- , t°D-/K tvy fcT y v> >- , tT y ^ ^ V % ^ 

^^-^^^ ^ r y — >u * i± a- * ir ✓ — ^ & 9 ; se a i± , 1 3 <@ <d 

C.-Cm7/^;K n y . _ 0 R 2 , N ( R 2 ) 2 , ^ U ^ i? * * is , - S 
(O) n R 2 * - C F , . - OCF 3 , ^ N n , - N (R 2 ) C (O) (R 2 ) , - C 
(O) O R 2 % - C (O) N ( R 2 ) 2 . 

-lH-xh^y — >U - 5 - >f , - S O 2 N ( R 2 ) 2 , — N ( R 2 ) SO z ^m 
~ £ - N (R 2 ) S0 2 R 2 T*S«I^^TV>T^m< ;R«^^#3ftSfcS» 

mli0-2O^^C^fot9 ; 
ntt0^3©SE»"Cfe»9 ; 

t I j: 0 - 3 I S 5 o ] 



( 23 ) 



y h 



R 1 — C'-N-E-t/ 



c=o 

R 2 ^ 



Q 

W 



2fc Id 



[St* . 



( 24 ) 



2001-519812 




( 25 ) 



2001-519812 




o >f 1/ , 1 - 2 <® tf> - O R 2 . Uy^t^rv', - S (O) ■ R 2 , 1 ~~ 2 <g 

-CF 3% - OCF 3 , ^ h d , - N ( R 2 ) C (O) ( R 2 ) , - C (O) OR 2 

, - C (O) N ( R 2 ) (R z ) % - lH-fh7/-^-5--f;K - S O 2 N 

( R 2 ) ( R 2 ) , - N ( R 2 ) SO,7i=;^fcli"N (R 2 ) S0 2 R 2 ^J:o 
T ® & £ *X T ^ T & < ; 

R 2 IS . tK , ^ 7- , 3i ^ /u , :/ p e >v , >f y ^ n t e , y 

r 2 b tt , * * * c 1 -c 4 r/u^;u, (ch 2 ) B r y — , - ( c h 2 ) n co 2 

R 2 , - (CH 2 ) n CON (R 2 ) 2 . - (CH 2 ) B O H * IS - (CH 2 ) 0 OR 2 

W 12 , zK Iff . C,-C,7;^;K ( C H 2 ) t T V - , - (CH 2 ) , C (O) 
OR 2 , - (CH 2 ) , O R 2 , - ( C H , ) , O C (O) R 2 * - (CH 2 ) < C (O 

) r 2 * - (ch 2 ) fl c (o) (ch 2 ) t r y — ^ , - (ch 2 ) , c (o) n ( 



( 26 ) 



&m 2001-519812 



R 2 ) 2 , - ( C H , ) q N ( R 2 ) C (O) R 2 , - (CH 2 ) , N (R 2 ) S O 2 R 2 

, - ( C H 2 ) < N ( R 2 ) C (O) N ( R 2 ) 2 , - ( C H 2 ) , O C (O) N ( R 2 

) 2 , - (CH 2 ) „ N (R 2 ) C (O) OR 2 , - (CH 2 ) , N ( R 2 ) SO a N ( 

R 2 ) 2 , - (CH 2 ) , S (O) a R 2 & £Tf (CH 2 ) t ^ f n 7 y - ft 5 « 

hmviz in ; & ^ ^nry — ^r±»*u<i±, x v ? v - ^ . * *v *jt / - 
/u , fr^r/-^, h y / /-/Hfciif^^vt^D, r 2 , n ( r 2 ) , & 

i^OR'tf ft^tltl>tt)6< ; R 2 * (CH 2 ) , jo J: Xf (CH 2 ) t li 1 ~~ 2 
fl^d-CTy^yK OR 2 , C (O) OR 2 , 1 - 3 i © ^ a ^ V X* $ tl 

tv>t£>&< ; m fa r y — /m* , 1 - 

3 <@ <£) u y >- , —OR 2 , - CON ( R 2 ) 2 , - C (O) OR 2 , C » — C « T /U 
dr/l-, - S (O) . R 2 , N ( R 2 ) 2 , CF^fcttlH-r h7/-^~5->f 



R 6 " It , f:liC l -C,r;^;u > R J c O - fc i(5R 2 S 0 2 - ^ ^/iS 

R 8 IS T IS CO t> (7) "C £> *) ; 



— (CH 2 ) 3 — 



(CH 2 y 



— (CH2) 5 — 





r 4 *3 j; r 5 34 £ . r 2 , - c ( = nr 2 ) n (r 2 ) 2 , — ^ a r y — a- , 

- C ( = S ) N (R 2 ) 2 , - C ( = O ) N (R 2 ) 2 , - C (=0) R 2 , 2. 2 
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. 2 - h y y * d 3i ^ )v % 3, 3, 

3- h y 7;^d/p tWfcit/ ( C H 2 ) p^p tr^^bft6»^bllfl 

E W: , - CO-. - C ( = N- CN) -fcitf - S Oj-i^/^ll^f)!}? 




-h IE ^ # ^ ft . 1 — 3«!©C, — C.r^*^, /n n >- , _ 0 R 2 X n ( r 2 ) 

2> y f-uy^t^v, - s (o) B r 2 x - 

CF 3 , - OCF 3 , ^ h n , — N ( R 2 ) C (O) ( R 2 ) > - C (O) OR 2 . 

-C (O) N ( R 2 ) 2 , - lH-^K^y — /U-5->T^, - SO z N (R z ) 2 

, -N ( R 2 ) SO z 7x^;K N ( R 2 ) C (O) N ( R 2 ) £ II - N ( R 2 ) 
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R 1 1 14 H x C t — C 8 T /l- =*r , CF 3 , CH 2 CF 3 , - (CH 2 ) p O R 2 , - ( 
CH 2 ) P N(R 2 ) 2 . (CH 2 ) p N(R 2 )C(0)N(R 2 ) 2 .-(CH 2 ) p 
N ( R 2 ) C (O) R 2 * ( C H 2 ) , — X n T ]) - , ( C H , ) P N ( R 2 ) SO z 
c,-c 4 7;^;k - ( C H s ) P C (O) N ( R 2 ) 2 £ fc (4 - ( C H , ) P c (o 
) O R 2 -e fe 9 ; Afory-zHj:, ^ h ^ — , * * 1f r :/ — A' , 4 % & 
fcli h y 7/-;i/tfc 9 , * <b f4 R 2 , OR^fcfiN ( R 2 ) 2 J: o 

mli 0 - 2 Wltt^) <9 ; 

t J4 o ~ 3 <o S ft -c fc 5 0 ] 
6. t e « at i e sr^r-rstBsfc^gi ifie*oft;^ttfcsvM4Kffc^*<oE3Eg« 




W 



Si Ie 
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CH 3 

±ET y - l-3B^)C,-C,7/^/K l - 3 (I ^ p y y , 1 — 2 

<@ <£> - O R 2 , S (O) ,R J lfc|j:l-2(S0CF 3 |:J:oTl^$ixr^r^6 
< ; 

R 2 n , **4fciic,-c,r/i/*;uift»?)l«Sii ; 

R 2 b . tK^, C , - C 4 T ^ , (CH 2 ) n 7 ^ = )V £ fc ft (CH 2 ) n OR 

2 6 iM tR $ *L ; 

Wli, * » . C , - C * T >V * ;\, , (CH 2 ) 2 O R 2 , ( C H , ) < C (O) N ( 
R 2 ) 2 . (CH 2 ) q C (O) O R 2 6 R 2 , N ( R 2 ) 2 L < 12 O R 2 K 

fe$^lrv^t^)6v^t^ti;7y - a> ^ # s ^ ^ <b ii jr £ n ; 

Q - (CH 2 ) 3 -, - (CH 2 ) - (CH 2 ) 5 -. — C H 2 S — (CH 2 

) z -^tzn-CH z O~ ( C H 2 ) i-^bft6#^felRStt ; 
R'teTfEOfcO-Cfcfl ; 
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N 




/ 




R 4 fc ctr/RMlttiC, R 2 * - C ( = N R 2 ) N ( R 2 ) 

2 , 2, 2 - h y 7;Utoxf yHfili-CH^H^OR^^/^S^bi 

£ tt ; R 1 a f* H * fc 11 C , . 3 T /V * ,v X' fe 9 ; 

R"|j:*|, R 2 . CF 3 . CH 2 CF 3 ^fc(iCH 2 CH 2 OR 2 T*fc*9 ; 

R 12 {±7K^> 1 ~ 2 <B CD R 2 , 1 - 2 i « p y y , l~2<gtf)OR 2 3:£:l3:l 
- 2 B W C F , t D ; 

n f± 0 % 1 * fcl±2 tfcfio ] 

7. Tia^fc^^b»#istL6i»** i k ib m <o \\l & m *> s is it & <o g 




o' 



OMe 




o 



O-f-Bu 
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O OMe 

8. ZXT <o$i I l:^L^i*Si ic ie 4£ <o ffc & -5 iMi K ffc <o m m to 
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N-CO-NH 


CH3 
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N-CO-NH 


CH3 
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N-CO-NH 
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N-CO-NCH2CF3 


CH3 
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N-SO2-NH 


CH3 
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N-CO-NCH3 


CH3 
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N.CO-NCH2CH3 


CH3 
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N-CO-NCH2CO2H 


CH3 
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CH3 
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N-CO-O 


CH3 
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N-CO-O 




C02Me 




CH3 
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N-CO-O 


CH3 


6- 


N-CO-O 




C02Me 




CH 3 
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N-CO-O 




C02Me 






TT 

H 


C=CH-NH 


CH3 


H 


N-CNHAc=N 


CH3 


5-CH3 


N-CO-NH 


CH3 


6-CH3 


N-CO-NH * * v 


CH3 


H 


C=NO 



9. TIBWt«5*»^il«$tb5IB*:3Sl lc|E«»{b^^)feSiM±^{t-a-feroiS 



* 




[_t fa K: *5 1> -c , x 
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CH3 



CH3 



HN. 



CH3 



CH3 



CH 3 N' 



CH3 



CQ 2 Me 



H 



,NH 3 



CON(CH3) 2 



H 



CONH-APr 




C0 2 f-Bu 



CH3 



H 



HN 



HN, 




NHc 



C0 2 -/-pr 



CH 3 CH 3 N, 



.NH, 



C0 2 Me 



CH3 CH 3 N, 



CO^Apr 
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CH3 
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1 H 


? 


CH3 










HN 


V 














/-BUO 
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HN N 
tBuS 
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. SE"*a»4*»-»U-c, ^-Sbaofg*^ii-lE®roy^h^^^>-f^»lgSrtS:^ 
l 5. R:^-^f&^Sr!£f-Si:i-.5niaK)fe-C*(7)W^^f&lS*-ffiT-foo-C, & ?L 

*r -r a * m „ 

ffi t *3 ^ r , a*?L»«iKa*u-c. ^-^aost^Sii-IEigray^h^^^vfls 
n as » #■ -r s & « *r -r 

1 8. *J&«S:i45.Ki:-r6HHL«li*-C«)**&«*acT?*>or. Rft if* 9L Kl * i£ & 

ic M u r , ^r^iflwtgsft^i^ia^roy-^ h**^>-f£S!)lg&iS:-§-i-s&:Plr*r*r 
-r s * $£„ 

2 i. mEikffimmmmmz&mk^zm%®®x<o®mmfflmmmmj3&x'3b 
or. siai«ii:MLt. ^-^a^is^^iicgeiffiwy^h^^^^f^Sb^^ 

2 2. ti? # ^ l ^§5«ro<b^!feilSlg6<jlcfF^^ttSlfi^5r^^-raiS|gafiK 
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y ^ b * * 7- >&mm 

y h * * > J* . SST-14 (7 ^ 1 4(0) *5«tt5SST-28 ( r 

s STli, &Jjtzin.mm%}%z&m-tZtki>\z. f£ * /u > . YVi/ a yy, 

5 0 Sfg^yv h^^f yjg* ( S S T R 1 — 5 ) *5^p^ttTV^ (Reisin 
e, T;Bell, G. I. , Endocrine Reviews 1995, 16, 427-442) 0 5 

*ff^0^r<D«it«ttWB8K**»6* y^ h^^^OT r p - L y s i? 7 
. y7M^fyt^Mr2§^» (SSTR2) as , Ti*«i^&oA 

g^^^vjSttj^sji^piB^feo^^^ ^^tta^ast-^ftL, s s tr 5 m 

& , »R*ft«i:i3it5SSTR2lR»l8f*otffltti*»H«)ft*ft 
*WS»»i-t*o«f*fl:*«tt, 3: *B HE ;*c *M , 83 HI $r ik W £r £ . 

raasy ^^^^u^^^^ k - * * £* # m & m <o f& m k *s ^ r *r /a -e *> -5 

n^KXttfttfK (NSAID) ^3B®^£^KL. *UB*«)f&**5J:t/a*aa 
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* # *g ^ m&&mi$& £Vffi'&f&ffi<D 

feffi-rztz£><D7/<'*^i<'> (rapamycin) ftfet5«r:«RSff&«(C33ft^r>'^ £ 

is > >>&&mmmmm& x xt^t >- > ^ y z <ofa<omm kwmir * t » 

treotide) teXtf^? b' (seglitide) ft k* <D /l> <D ^ -7 F & 

k it m b r , * s s # a» ft 9 /h s i> r * a» & * k #j a* g? « -c *> s „ * » E <o it & 

<Q # < I* , 8PS^«l:Stt?:^to 
% W <P « g 

R l la w 

R 1 — C-z^E-B— G. y ^X 

c=o 
z 2 

R 1c }— Q — R 8 

W 

I 

k'ii, - c- .or/^/K - r y — ^ , r y — ^ - , (c 

8 . 7 is $ v T 3r ) ( C , - • T * /V- ) - , (C»- 5 7;U*^) - K - (C,- 5 7 
;u * /V* ) - „ ry-^ (C,-C 5 T;^/H - K- ( C i — C 5 T ^ * ) - *3 «fc 
( C 3 . 7 i/ ^ d T /U 3r A» ) ( C o - s T ^ * A- ) - K - ( C , - 5 T * ) - b 

l-sio^o^yi, s (O) B R 2 a > l - 3(I^OR 2a 
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miZtztec (o) OR !, l: iotIfe$iiti^t^< ; 

T U — ;Hi, *E**>5^I1 1 - 3fi©C,.,7^*^a» 1 - 3 (g O a p y 
1 - 2i(0-OR J S, > ^ U >- v> * > , - S (O) . R 2 , 1 - 2 fl§ CD 
CF 3 . -OCF^KHNO:!, -N ( R 2 ) C (O) (R 2 ) % -C (O) 
OR 1 , - C (O) N ( R 2 ) 2 . lH-^h^y — - 5 - >T A* , - SO z N (R 
2 ) — N (R l ) S O } 7 x n yu ^ f : H - N ( R 2 ) S0 2 R 2 i-<fcoT®&£n 

/:7x^;K -i"7^)V^ \Z -7 ~ )V ^ * J V ~ )V ^ >( V * y \) ~ >v ^ >f y K !l ^ 
, T If >T > K — ^ . e If , ^<yyf x^yu 4 ;/ y =7 n ;u % f 7/!l^fc 



K 12 - O - , - S (O) - N ( R 2 ) C (O) - , - C (O) N ( R 2 ) 

- CR' = CR J -fcj:{;-C = C-^^i:6»^^IR^; 

r 1 • ii % h *s x x* c , . , r >v * jv h ft * m b m $1 £ tl ; 

R 1 c Jl , H, - ( C H 2 ) , S R 2 , - ( C H 2 ) ,OR 2 fcJ;(/C,. t 7/^;M^ 
feft-5»^fe»«Six ; 

r 2 n , c i - • r /u * 7u % (ch 2 ) ,-7 y - ^fc«tt;c3-7 d7/^ 
a- ^ h ft 5 S¥ h m tR £ Jx ; 2 m <o R 2 & -t Z> m & . Ztih<nm\H:inh 

# -c £ , ^iliO, S £ (1 N r 3 * £ <g A/ -e v> -c t> & < ; R 3 5 fi * SI £ 11 C , - 
« X /U "C & 9 ;KCi..7/U*^ttOH|:J:otIftSlxt^ttfl< ; 

R ! ^C,.,7;^;^iti^, t mil - 5 fio a p y y^, S (O) D R 2 
l-3i^)OR 2, l^/:|j:C (O) O R " i:<t o T |i ^tLt l^T U < ; 

R 2 -Il. HfeJ:t5C,.,7^^;w (OHIUo-cB*SJitPttft^) 6 
ft*»a»&aW£*t ; 

Z 1 ft , - O- . - CH^fci^-NR^d^^Si^f? 

i!^ £ H ; 

Z 2 H , - O- , — C H 2 — , - CHR^-fci^-NR^^fj/^fd^I^ 
$K ; Z 2 ^NR Jb ^$fi^, ^tlteR 1 '. Q*fcttWfcMLTC,-.««:» 
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*&LTV>T*>&<, ^SliO, S (O) „U<liNR l0 i:J:ott9r$tit^ 
x 4> A < ; 

R 2 b , H , C-.Ty^/K - ( C H 2 ) t - T ]) — /U . - (CH 2 ) 0 CO 2 R 
2 , - ( C H , ) n CON ( R 2 ) 2 , - ( C H , ) 0 O H *5 £ - (CH 2 ) D O R 2 d> 

WW:. H . d-aTy^/U, - ( C H 2 ) , - 7 y - ^ (7y-;H17x^;K 
e*7x^;uioj:i;t7f;u^f 3 I^$nS) , - (CH 2 ) t - ^ n T U — /i> ( 

^^ oT y_ /U{ix ^ h ^ ✓ y ^ , t^f v^r / y f- r ^ r ✓ y ^ , Mr 
^/y/u*5J:^e7^ = ^^&iW5h5) . - ( c h 2 ) , c (o) or 2 , - ( 

CH 2 ) < O R 2 , - ( C H 2 ) „ O C (O) R 2 , - ( C H 2 ) , C (O) R 2 , ~ ( 

ch 2 ) , c (o) ( c h 2 ) t r y - /u , - ( c h 2 ) « n (r 2 ) c (o) r 2 , - 

(CH 2 ) , C (O) N (R 2 ) 2> - ( C H 2 } , N ( R 2 ) S O 2 R 2 , - (CH 2 ) 
, N ( R 2 ) C (O) N ( R 2 ) 2 , - ( C H f ) , O 



C (O) N ( R 2 ) f , - (CH 2 ) q N ( R 2 ) C (O) OR 2 , - ( C H , ) , N ( 
R 2 ) S0 2 N ( R 2 ) ,33^- (CH 2 ) , S (O) . R 2 h * £ » h 3 tR $ *L 

Iffil^^V^-C^r o7 y -^SU^tt, /> o y >- , R 2 , N ( R 2 ) ,tb<ttO 
R 2 T*{gg|$ixr^Tt>S< ; R 2 > (CH 2 ) , *5 «fc (CH 2 ) t II 1 - 2 § (O C 
. - « T ^ * , OH, O C , - B T , O (CH 2 ) t -7 y - ;K O C , - , S/ * 

n T 3r /U , C O 2 H , C O z C , - a T /U * ;U % CO, (CH 2 ) t - T y — , CO 
2 C 3 - 7 V^D7/^;u^fclil-3i(D/>p^>'St@i$titv^rt)S< ; 

S£7 y - ti:, l-afi^^o^^* —OR 2 , - CON (R 2 ) 

2 , - C (O) OR 2 , C , - 4 T A- 3r ^ , - S (O) B R 2 , - N (R 2 ) 2 , - CF 3 

4fettlH-f - ^ - 5 -^/uCiotBftSh'C^r tfi< ; 
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— (CHyj-V-tCHjjJy- ; — (CH 2 );-9-(CH2) r - ; 

R 7a 

R 7 

— (CH^— V— C-(CH2) y — ; 
R 7a 

R 7 R 7 
(CH 2 > X — C — V-(CH 2 ) y — . — (CHjjk— V-(CH 2 )y-C— 
R 7a R7a 

f 

— C-(CH 2 ) x -V-(CH 2 ) y - 
R 7a 



5£ + , xis J;U« y li»4lco , 1, 2. 3. 4, 5 * fc (i 6 -C *3 ; 

VIL - N ( R 6 " ) - , - S (O) . - , - O - , - CONR ? -fcii;-NR 

2 c o - ±> K z> mt)> b mn z ti ; 

R 6 * * tK^, C-./y^/u, R 2 C (o) -:fcJ;Tj<R 2 so 2 -75><bft£8¥a> 

R 7 & J: r 7 MS ^ 5z K , tK fit , C,.,7;^;K c F,fe i t^7 y - 4 
; 

R e fi, — N R 4 R 6 ^ - N ( — N R 9 ) N R ' 0 J; rj - N 4 ( R 1 ) , J&» b 4 5 » 

R 4 fci:TJ?R 6 [i^^^. - R 2 > - C ( = N R 2 ) N ( R 2 ) t , - C (=NCN 
) N ( R 2 ) f , - C ( = NC (O) R 2 ) N ( R 2 ) 2 , - C (=NS0 2 R 2 ) N 

( R 2 ) 2 . - C ( = NN0 2 ) N R 2 , ^f07y-;K - C ( = 0) N (R 2 ) , 
. - C ( = O ) R 2 % 



2, 2, 2-hy^/u^-Doi^/v, 3, 3, 3 - h y 7;vtP7 p o t e /U^J:ri ( 
C H 2 ) , - > * d ^ p fc* d» ft 5 8¥ h m « £ *u Z> t>* ; 

6 VM± R 4 <b R 6 - ffc £ ft o T > - (CH 2 ) o-L. (CH 2 ) . - * S L ; 
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L . J* - C ( R 2 ) - O - . - S (O) . - * ft l± - N ( R 2 ) - T fc 9 ; d 

C.T^^/Wi, l-7(B(D/>pyyS, N ( R 2 ) 2 . OR 2 , N ( R 2 ) C ( 
O) R 2 . C (O) N ( R 2 ) . OC (O) R 2 , S ( O ) . R 2 , C F 3 , OCF 3 
% N0 2 . N ( R 2 ) C (O) ( R 2 ) , N ( R 2 ) C (O) N ( R 2 ) 2 . C (O) 
OR 2 . C (O) N ( R 2 ) 2 . S0 2 N (R 2 ) 2 . N (R 2 ) S O , R 2 ^ fc (1 ^ f 

Eli, - S O 2 - . - CO (C ( R 2 ) 2 ) . - % - C ( = N - C N ) - , - C ( 
= N — N O 2 ) - *5 X - C (=N-S0 2 N (R 2 ) 2 - b ft Z> $t b M til £ *l 

R 9 *s J: R 1 0 n $b S: tc: H fc L < liC l -,7;^;i/-cfc5A\ ^fclii^f 
tftoTC J ..»«rabTfca<, ^^iiO, S (O) a t>L<teNR 2 M^J;oT 



^ fc 5 j» 



Ciot, tt^fBBf^SU-CfcO ; R 2 & J: (CH 2 ) , ttJiffi-CKWUfciiB 
-e fc 9 ; 






(I) 
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Y li , - C (O) - , -SO,-, - C (OR 11 ) = , - C ( S R ' 1 ) = , - 
C ( N R 1 1 ) = , -C (R ,! ) i - 2 =z \ = N - , N R 1 1 , =NC (O) -N 
( R 1 1 ) C ( R 1 1 ) , 



- £ /c 12 - C ( R 1 1 ) 2 - 9 ; 

Xtt-N ( R 1 5 ) - , = N - , = N - C ( R 1 1 ) 2 - , - O - , - O- C ( R 1 
l ) 2 - , - S - , - S- C ( R 1 1 ) 2 - £ 12 C ( R 1 1 ) , -C *> 0 ; 

R 1 ' 12 H , C,-C,T;^/K - (CH 2 ) P O R 2 , - ( C H , ) P N ( R 2 ) 2 
, ( C H 2 ) P N ( R 2 ) C (O) N ( R 2 ) 2 , - ( C H a ) . N ( R 2 ) C (O) R 
2 , ( C H 2 ) v T V — ;U , (CH 2 ) P N (R 2 ) S O, C , - C 4 7;^;K 

- (CH 2 ) P C (O) N (R 2 ) 2 * tz i* - (CH 2 ) . C (O) O R 2 ~C & 9 ; — 
fpr y-;Hi, r h7'/-/K * * *J T V - ^ , ^ ^/-/i^^fcii h y 7 
/-/K'fe^ ^rtl^ttR 2 , O R 2 £ f± N ( R 2 ) ,1: J: o ti»^Tl> t t 
S < , p 1 1 0 - 3 t'fc «5 ; 

Att«^3r#«fcL<tt##S«-T**>0 ; BE « tt 5 - 1 2fi§cO^^^^L ; O 
, SjsJ:t;N^&ljR5 1i5 0'-4lB©^f nlf itl ; C,.,7;^;K 
ny^, - OR 2 , N (R 2 ) 2 , y^-UVv^^-^rv-, - S (O) „ R 2 , - C F 3 , 

- O C F 3 , -NO*, -N ( R 2 ) C (O) ( R 2 ) , -C (O) OR 2 , -C ( 
O) N ( R 2 ) 2 , - 1 \\-=r F7/-^-5-^/K - 



SO z N ( R 2 ) 2 , - N ( R 2 ) S 0 2 7 x^;K N ( R 2 ) C (O) N ( R 2 ) £5 
£t5-N ( R 2 ) SO 2 R 2 ^-jbil^$tL5l-3f@C0^T*©^$tL-C^Tt>S< 
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* * M © ft « tt , w hx^f y^f^iltfc^ , y-^h^^^^Sr^^l?- 
y^>r7 p ssTR2^^Lr^^^r*fo5o K ft i* , tt ft ft » ffi , ^^^^ 

^iCo^r^it 5 I H:^5o rn^^^Ol WCo^tli, J^T^IftP^^ 
*s J; * ft «M* . T SB « 5S I ' ittst^-cfcs. 



C-Z U E-B-G s 
I Y 

c=o 

» 



i 





■2 



it* % 



R'ft, - c- c./y^/K r y — % t y — ^ (c,-c,r/^;W % ( 
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* ) - , (c,-c 5 7;^;H -K - (c-CsT/^^) - % r y — /u (c 

C s r/u^r/u) - K - ( C ! — CT^^yv) - *s J: (C 3 — Ctv-^dT/u^t 
/u) (C.-Cs7;^;u) - K - (C,-C S 7;^;M - h ta Z » il ^ £ 
n ; K tt - O - . - S (O) . - % - N ( R 2 ) C (O) - , - C (O) N ( R 2 

7;U^r/Hl, 1 - 5i<D/Noyy, S (O) » R 2 " x l-3iWOR z, ^fcliC 
(O) OR J, i:J:oTlg|^t^tt)g< ; 7!1-/Hi, ^S^^^VMil — 
3<@<DC l — C 6 TA'3r,'l'&, 1 - 3 fi © d ^ y , l~2iO-OR\ 
>- 3r % - S (O) . R 2 . 1 - 2iO-CF 3 , - O C F 3 , ~ h u , - N ( 

R 2 ) C (O) ( R 2 ) . -C (O) OR 2 , -C (O) N ( R 2 ) (R 2 ) , -1 
H-xh^y — /l"-5--r/U, - S O 2 N ( R 2 ) (R 2 ) , -N ( R 2 ) S O 2 V 
~ fz l*± - N ( R 2 ) SOfRM^JloTBJfcSftfc:?:*^^ "t" V f !V , tr 

^ 3i ^ , ; y ^ ;k >r y * y y ~ /u , k p ^ , r if >r > K — n> , tr y *J 

/u, y ^ ai n , -<>-:/ 7 ^ ^ /u , f 7 / y /u^o J;t5^>X>f ^ / y 



R 2 . * if , C,-C,7;^/K ( C H 2 ) ,7!)-;^J:r;c 3 -Cr>^n 
T >^ yU ri> ^ # £ f|£ rt> <b jl #^ £ ; l<HcOJ^^-Ji^2<I§(DC l ~C 6 T/U^r/u^^ 

6£ l}f , fift^£fc[2NR 3 -£^A,T*V>Tib&< ; R 3 * ^ £ /c zR K 2£ J- J: o 
TB»*ixT^Ttfi^C,-C,7;^;U'CfcD ; 7 y - roi^^S* 

m m ^ r m m l fc is 5 -c s> 9 ; 

R 2 * IS . **j3j:t;Ci-C,7^^^i»b45»^e)IRSK;K7;i/*yuil 

R 2 b , *k « . c,-c,7/^;k (ch 2 ) t r y - , - (CH 2 ) „ C O 2 
R 2 . - (CH 2 ) 0 CON (R 2 ) 2> - (CH 2 ) 0 O H $ f: It - (CH 2 ) Q O R 2 
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R 1 c , * 31 , - ( C H 2 ) , S R 2 , - (CH 2 ) .OR'teitfC-CT/U* 

a* & & s im» e> a « s n ; 

Z 1 13: . - O - , -CH 2 -:fcJ:tf-NR 2a ^^&6^tf>^ilJR£*l,; 



Z 2 12 , - O - , - C H 2 - , - CHR lb -jo«t(;-NR 2b ^b^5S^bI^ 
£ ; Z 2 ^NR 2b £^i-^^. *L fi R 1 c , QteJ:t*/*fcl±Wfcig*SLTC, 
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CD I : N , N -^yU^^/Uy^ * ? V — A> 
D C C : *S *s t n ^ * */ /V ij iv # *J 4 * K 
DCM : fait * 9- \s ^ 

D I EA : v ? -ry^ , Dt P /^^^/UT^>' 
DMF : N, N ' - *S * ^ As * > W J* T $ K 

dmap : 4-v?^^^r^yey>?^ 

D S C : N , N ' - is * ? > = * *J )V # — sj? % — h 

EDC: 1- (3-v?y y / d - 3 - 3: ^ /U * A* i? >T S K IS 

e i - ms : m^F^a-^mm*^? v Steffi 

E t : jU 
EtOAc : Sixf ;U 
EtOH:^^y — )V 
e q . : ^ S 

fab-ms : mmm^-mmwrn^^ 

H O A c : Si 

HOBT, HOBt : fc K n 3r ~> ^< ^ ^ h V T V — >\< 

hplc : m&m# * * h>/7^-r- 

KHMDS:^y^^t*^ (M>f^'>y/H T 5 K 
LAH : TK^^y^^^T^U^^^A 

LHMDS : V *> J* * T ^ K 

Me : * ^ 

MeOH:y^y — /U 
M F : S 
MHz : J ;# ^ ,w ^ 

mplc : ^mm^^^^h^yy^- 

NMM : N-^^/U^e^^y > 

nmr : m ^ * Ri 
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P h : 7x^yu 

P r : ~f n b° /U 

prep. : H jg 

TFA: hU7^^o»» 

THF:7f7tKP77> 

TLC :^^^n-7hi/7^-r — 

TMS : h y P< ^ ^ > 7 > 

st^ii^tLi^o * & ^ r , jtjaiE^ffi;*«H. vi p m±m 

j:t;i?^^ ^(Z)«^^isoiri^ ^^BS^^ii:^v^, gh, >rw^.y 
is % if ?v -ft =f >- *s j: :/ n ^ ^ ^ v 4 z <o & s m <o rt»a:^fiiat5:H5-e§ 

So £ k K , SHfc ft «: A3 "C , 8¥ifc , * a. fUKfii^i^AlDS^ni/ 
7^if©SIi:fflStSTiiifwKiofeS<^fcfei:, Ml , H *5 X t5 /h » -e 

iGF-i/^^*ssf ( & t5K . -ffi^rt^^H^) oaa»»sfcu^ 
*/M»fitt©R*©«±tti) ft 1 Bf « , wm&®u&m. £xtmm<D 

JS«S ( WfP a ) , «f fi«^i;a«IfeB, ftfet5^jflL«JB«flf«OAXjfc«B* 

y^^^^p (nk-1) o^^-o^^^ai^i?a^u. nk - i ^siiits^ 

H £ LTOBiofcffli^f tS^ fc # W fc: ft o T 5 . ttoT#*W0Mfc; 
* * W *Mt * I* S b * #S^^^(D{+^feft ( « : * ^ 

^ ; ; 0 j& ft . ®«^©«fe©ffiff*feS^Biig-r-5J:5ft^9flRffi ; ft b 
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-o^v'S-c^^^ioiRpa^^^ ( * i i a) £r , ::-cii/7ltfc5, S ft o 

t»s8t L<n#*f at«&tfc, atf/xtt*nfeo«i!:*j«)K*at*r# 



r £1 *p tfj 7" ^ K * ?/^y v ^ R /£ * # J 5SSi s *W»«-eii»9 5SU 

ffl T < 5 j&s . * n tt . HOBTft4f©«!l#ftTt, tt^b^^u^ftifO^FStt 
EDC, DCCi8J:tfBOP4l?©IS*ft»t«^t, * # > M k 

^ 5 SI ^ 11 , ^^yy* fclj:CD I , DSC^U<fl^nn^jfe p -nhn^zn 

■^^^^^^l^^^-r^r.^^it'r. ^ <£> Jx /£ d f± . *g ffc ^ ^ v >- , T H F js J; 
tfDMF£fcl**;h,e><7>ffi^»ft^O^»tt*«** NMM, TEAt)l<|j:D 
I EA4 4f©iSS«F«ETt, ^^y^^fcfiffi^^^T^^t^RiS^^, * K 
352(^)7;>'i:NMM, TEAtKlJD I E A ft if ©IStlD t 6 4: v>5 SB 
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5 * ft i~ k ft s ft * ft ri , ^ y 

— >'^><D^ff^(CtB$fe$iT/TV^'5 ( Greene, T, and Wuts,P.G.M., Protective Group 

s in Organic Synthesis, John Wiley & Sons, Inc., New York, NY 1991) 0 C 

BZStffBOC*tt<*»Shtv^#, *ftfe©tt*fttt«±3»*K:tt4&*i 

tfc^o «*.tfCBZX*>BlPBtt, x^-yU/^'O/n h >- *g £g * , 9 * 

A-^^^ft ^ofi^J^^ L< ii*h©i8ft»ff4T-c©S»!!*«<k«©#< 60 
*Si:toTfr}:i#t»6 D teo»ftttftR£ttWtBXas#ffi-rafc*i-« 
«***<k^«g-efcs»-&, CBZg^flaglte, fcJ:**^ 

ft^^^?«i^, h y 7;utosi, mm* titemitfcm # * ft z <omm\^ & <> x 

9 . ^o»8S ( P 1 ) liW^li, y ^ ^ m . 7y;HS 

o fife O {fcS r S y m \* . X$k&)Jj& (Williams, R.M. , Synthesis of Optically 
Active a -Amino Acids, Pergamon Press : Oxford, 1989) CJ:ot|!iat5- 

6 6 * 8 ¥ HH I- , *S ifMfc * «iftfct< ttiffi©^ b^7 7>f-ft^i5fc 

ttilioi>t flfef 0 Sai^lif » L4v\ 9J ft o Mr 0 sfts ft K 0 % R 1 , R 1 a 
, R 2 . R 4 , R £ , G. Y, X, Z 1 . Z s . W, Q , B ft 4M;: o 1^ T S g 
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is . ±wzxmm i.frm <o x & z> . 



R. 1a R 2 * 



N-H + 
COzP 1 HN 
1 




C0 2 P' N ' Y^ x C0 2 H N ' Y" y 

3 ' 4A 



;* r- /Hr o v> x *r ^ it »c J: 9 , fc5 tMi P 1 ^'<y^/wo*^Cli8»*^fl:l: 
J: o X . J)5i>ttP'iS7y;K!)I^l:ii/<7^n ( 0 ) Id S <5 < *& - ftfe S 
ItCioTffKiiltSS. 4" 4 A 12 » BS:2ICS*LfcJ:5«c. I 0 # 

m a: i a 



R, 1a R 28 



1 1 V 
— 1 — N— H •+- II B 

co 2 p' ho ^ r2 



R — J — N — ^ 



co 2 p 1 V Br DIEA 

r2 R 



1A 



R 1a R2a 




5£ 4 B <DT 5 KfB8«:o»ilJ, E^lAK^Lfc^&f-tfco-tfirS-ir^-t- 
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* y rf V V^R^ICJ; *) + f!fl f£ 1 A £r # T , * ft, £ it 2 5 > i: E tf? £ 5 t 

. D I EA/j:i?C^*gttSS©ffSTT, 3 AOft^fe*S#^5, P 1 & ^ 



H g 2 



R, 1a R 23 ^ ^ 

Rl — j-N— E— N V-G I 
COpH ' f Y- } 



-H,0 



H 

t 

R 1a W 





5 R 5 

* tz. it R * = P a -c & S < b g 



N — E — N 

=0 N ^ Y' X 

2 V-Q— rr R "° rp! 

R ,a W R 5 
l-A 



R 1a R 2a 



R 1 



N E N \-G / i R1 

— q \ / y--X 



R la R 2a 



■N — E- 



7 2 r4 

> Q N ■ - 

R 1a W ~* R 4 <D#A 



v><I 



R 5 



2 >s — q — fsr" 

l-B 



P 2 & 6 it 6 0) * P«<1 ) iJl^y^y^^** 



H5-CI6o P 2 li, BOC, Cb z^^OT^^lSt^S 
^ It fe6 0 S h K , R 4 * tz It R 8 » tK ^ -C fe 5 © ^ . P 2 a* -b 3B -c s m <D % m 
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Et^gWR'Sr, ^^fft-^*i(Df WlrSotWALr, -^ST-COft^ 

feSr#s^t , br-#5„ eiixtf. r ' & m. & r * * * m -e &> z ® & . i # ^ •> k 

©ItcMT i yft* fcliiSi: i 9 , *> 5 VM4 T yu * ^ ^ 5 W K IC J: 6 7 ;w ;w 
1 — TS-^y — 3, 5 - -^^ f *f7 / -^ (Methods Enzy mo 1., 25b, 558, 19 

72) ta i? <onmic £ i x & mA-t Z Z k & £ 2> „ 



m*. 3 



Ri 1a R 2a 
R 1 — | — N — P 3 
CO z H 
8 



-H 2 0 



2 X-Q— ^' R4 ° rp2 

R la W 



R 5 



Ria R2a 

R 1 — j — N — P 3 

c=o 

-.9 

X-Q— 



R 1a W 



9 



N .R 4 orp2 
R* 



Ria R 28 




R — J — N — E — ^— G 

c=o 

7 2 R 4 
Ria W R s 
l-A 




R 1a R2a 



--N — H 



c=o 



>r-Q— 



R 1a W 



^R'orF* 
R 5 



10 



'^WtifBOC, Cbz. Fmo c4JfC*5«S7Wl»**8ll, 

i)Rt5„ p 2 &wm zmm 
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Eftwft^f^y ^^^'OX^ *^/y ;y i 6 llf|flEfi-C*>5. 'O 12 > 
SdSSISSr*!--*- Znm&te* Xmmm<Ojj& ( J.Med.Chem. , 30, 814-819(198 
7)t3 £ VXm&Wtm 3 9 1 0 9 3 0 ^ ; 51 ffl I: «t o T * ^ «W S ^ tl 5 1) t 

•^6) K o T . m*. 4 iZTjfi Vtt3j&\c X *) ©if S in Z> . PMi, ^ 

^•/U, BOC, Cbz % x f ;V ^ ^ ^? ;u 4? - ;u ^ ^ ^ |S g t 5 0 ^wT*, 

p'^c (o) oe tt-*5r|ijRo4 - r$; e^y i^y i 1 tl»o-^p = 
Fn^yf y l 2 i:^8^l:J:ot, ^ h oft^fe 1 3^#^nSp ^ FpS© 
T ^ >- — (7) 

7ci±. ai^y-^ft^O^oh^ttSiSE*. 9 * — N i , 9 v> * A £t Iff t> L < 

ffi & # # t , ^^yy^fcitDsc, cDi/^^^^yyffi^feiaotff 
5:^itt5 e ««KP«©K»tt. c (o) oe t^t^i:ij:r;My;jD7K 

^<Sf: «tot, *><5VM±^y— >&<D^fts (Greene, T, andWuts, P. CM., Pro 
tective Groups in Organic Synthesis, John Wiley & Sons, Inc., New York, 

NY 1991) CE|(5J:548ll»RRi*tti:J:oTff5:ii!T;i5. 

1^5 
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15B 



t§!igt5:HSt^5o * i "C , S«^^775 K 1 5 A 11, ^ T S V 1 4 £ 

5 B jftS f§ H % $kfc*/T >> b &f& £ & Z Z k * iti^m \ 5 C # # ^ ^ 5 0 ft 91 

HI g 6 




17 15 17A 



( 87 ) 2001-519812 

-C£6 0 PieUc. {t^n^oi 5A-Cj3iU«l4DS:, ^l^)XioJ:tfYi:J:or 




8^8 




11 19 20 



S'Jfc^bT. X i}S - O H , — N H 2 * - N R 1 1 H % - S H , - C H 2 O H , - C 
H 2 N H z x - CH 2 NR ,, H. - C H, S H 6 t BUT = !l ^ ft^ft 1 
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11 19a 22 23 



8>J & » i& "C I* , X O % S % N H U < \t N - T * /U X* h <0 . Y ri* c H , C 
OH. COR 11 , CHt)L<liNT'fc619a /^'(^If gg^f ii^^l 

t h y t K p e° y 

v^y 2 2^7kiftLT, ^2 3Ot 0 -<!;v ? v£#£r£:;6S-e£, ^ *l £* £ b ^ 

H *t 1 0 




X = N H ~C 9 % Y = C R 1 1 T- & 9 , R"^Ht l< liT/^/^feSft^i 
2 3 O Ift ft ^ >- K - A- , >5rh>'t>U<liT/urt:K^J:t53§ : #^tK^ 

v^^^rJ^Jpfirt-^^^^v^^ — O^T^K — ( J. Chem. Soc. Chem. Commun . 

, 563 (1981 ) ; J. Chem. Soc . , 31 75 (1957)) S: ffl ^ T Rg t 5 I li 5 T* S 5 0 M* & 
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#Hcra. ^2 3 A^if^y la^ioc^Lfc^SH-^oT. « a e ^< y 

ffl S "T -5 8lig{fc$fc 4: m X % ^*x£r p A > h (Rosemund) ISC J: 

oTT^7 f tK2 5 (R ,l = H) Id ^ & i" £ 0 ^ <D g£ & , N, O-v^^A-fc 

AHchS^^-frTT/Wxt K^#^tTmVU^ ( Wienreb) J:ott)fT3 ^ 

tji^lfi, h hj ¥ <r> h' ? it & . ft m & &> Z X fakfo lz 'A & x- & V , 

*-h>2 K7^y^ffi^^s:Ma 9, ^ k - Yb m 2 3 a * 
■# n 5 o ^iSP^iiW/^SiaoTiifti^, i ^ 1 - s t ft: 



m a: 1 1 




25 26 23B 



1 2 |: ^ L f: i 9 ^ 2 5 <b 2 6 ^ W f ft I' <t o T i ^ LTfeS ( Tetrahedron 
Lett . , 2867 (1967)# RR ) 0 
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H 

R 1a W R 5 
^ HI 



^ < (om<$ . *f ^^Kic^^ ti^^ 1 1 1 <o ft & m s tt ft ^ * y 

0 , R ,D , W, R 4 fcJ;t;R s ^HT^^ Q rt* (CH 2 ) x ( x tt 1 - 7 ) T- 6 

« ffi * ft 4B . Biii^r^tfcfir $yr^a- /u^r^u, *©^f jit 

?fi)IE$ jit^5„ *yBocftiv?r;y(t i§«© ^7 ^ i: B o c 2 O ^ 

HZ* Boc *° 

v Q NH 2 HZ ^ Q NHBoc 



H-N 



H0 2 C 




, q a> ( c h 2 ) <<om& , -to«5a^y^>sr«u, q # ( c h 2 ) 3 o^^, « 
itfi^-^^^^^^-To ^^^cor^y^(Z)^<75^ #««S£;ft,fc?g-cA^'5r 

t§5o £*J * tf . I^i:ffri^ixfc2i(D7;ya{:J:^ TA-vh-T^** 

- h (Arndt-Eistert) R \C X o T . * si? ^ » «: * ^ itt * O « Rl * * ft L 
. tOlttS ^ , t«lfca90#«75>i:iot, T ^ K ft ft -T 5 w fc 
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c=o 

N I 

H HN^ ^NHBoc 
^OMe 





NHCbz 



c=o 

I 

HN 




OMe 



NHBoc 



ipfON-C b z-D-hU/h77^ (10. 4 g . 30. 6mmol) 
N-e - t-BOC-L-Ji'y^f/l'X^T^ 



9 . 5 5 g . 32. 2mmol) „ H O B t (6. 2 1 g . 46. Om 
mol) JSilfD I EA (5. 6 1 m L . 32. 2mmol) 03 & -ft p< ^ U >- ( 
1 0 OmL) SiK, O'CT-EDC (8. 8 1 g , 46. Ommol) £ , 10 
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# ffl *» It T Is] # it T m A. It . EJ£ig-S-^£#it;*i£T^iai:L, 1 6«IM 
i^Lfeo S£ji^«$:N a HCO,K>ffift$iS (lOOmL) CSA t. # #t & 
ffofc. *f & H & 1 N HC1. ijc^itfy?^ ^1 0 OmLf ot^clli^i; 
T ifc # L , I*M g SO,flft*L < ffl iS L , iS8Lt, SS -fe / 6 II # 1 7. 
8g (m«K^10 0%) £ # „ 



-k £ & jft ( 1 7 . 8 g . 30. 6 mm o 1 ) ± t/^-^v yMi 2 
0%Pd (OH) 2 K 31 , 1. 8g] <T> * 9 J — /V (300mL) * ?E $3 f£ o 
\r~> X , #N M *5 J: H , s< — 'J & 3 m ft ^ , HjjaiS^ffl^. la ffi "C 2 H$ RiJ g! L 

^^-fe^-fhilgilL, TFA (3. 5 g . 30. 6mmol) £- AD x. , b tl tz 
*gi&-«rffii!SiL-C6fe@fl£*f#fc (16. 3 g , ft l|X 9 5 % ) . 




o 



OMe 




H 



OH 



mm a 
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H OMe 



b->^-/U— D-hy^h^rV'^^/^^-XT'^te. OOg. 25. 9mm 
ol) & x V * ? is ~ % V )V 1j — i£ — Y (6. 9 5 g . 27. lmmol) 3o 
JztfDIEA (11. 3 m L , 64. 6mmol) (Dmit^^^^^U^^itU 
^Ufc 0 S^H^^^O. 5 B» BO 81 ft ft . 4 - (2-^h-l-^VX 

-r^y^y-/U) - t° y >- (5. 9 0 g . 27. l m m o 1 ) £ £0 *L . 
ft^»«fil$Lfc 0 S«i^»Srtft^f UV-TtR IN HC1 (10 0 

mL) , ggftJNaHC0 3 2g?& (lOOmL) & £ t£ ^ ^ ^ > (lOOmL) <D 
BS T- ft » L . MgSCKT-J&zkL, « iS U , SiLfco ^feixfcfi^fiRttSrMP 

lc ( y is % 5 % * ? ; - * /mm*.'? -e » si u r , e @ & 7 . 55 g 

S: # . 



(7. 5 5 g . 15. 9mmol) £ T H F 

(30mL) {Cffifr L , LiOH (2. 6 7 g v 63. 6mmol) Ol : IE 
t O H / * (6 0mL) ® ifc T? 3ffi L . ^ *& 4 ffi # L 0 3N H C 1 £ 

T . S [§ f£ 6 . 5 0 g^Sf: 0 



SIB B : 
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$ m& 3 




NH 2 



H HN 




NHCbz 



O 




NHBoc 



NHCbz 



T^KON-BOC-D-hy^h^rV (15. 2 g , 50. Ommol) % 
N-e~Cb z - L - y t - ^f ;Vx^f/UfifiS (18. 7 g , 50. 0 

moml) % HOBt (6. 7 6 g , 50mmol) fc^t^D I E A (8. 71 
m L , 50. Ommol) <D & it * * \s is (350mL) *g WL K 0 t T* % 1 0^ 
K^ltTEDC (12. 5 g . 65. Ommol) S: '> ft f o Jll t Q 0tt3 
0 # % % K^S^ttSr^aS-frT^ia^L. £ fe 4 B$ HQ » # L fc 0 E & 3* 4* 
£ * (3 0 0mL) CfiAl, 5)- ift £ ft , SSBtfiftNaHCO, (2 5 0 
m L ) $S X 

7 4 V (2 5 0mL) O MS "C St ^ b , S*Mg S 0 4 t*lft*L, * iB L . & 

itfc a^«;»«:77i/Va^n^h^77>r - ( is y ^ . 5 o%stxf 

/ ^ * * is ) laoTSKtt, £ f£ 4£> 2 7 . 5 g^Sfei*^: Lt#f: (HX^ 
8 8%) o 

1 H NMR (CDC 1 3 * 400MHz) d9. 12 (brs, 1 H ) , 7. 
70 ( d . J = 6. 8 H z % 1 H ) % 7. 31 — 7. 38 (m x 6H) „ 7. 0 
8 — 7. 17 (m, 2 H ) , 6. 97 ( d . J = 1 . 6 H z , 1 H ) , 5. 96 
(brs, 1 H ) , 5. 28 (brs, 1 H ) , 5. 13 (s. 2 H ) , 4. 9 
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4 (brs. 1 H ) , 4 . 49 (brs. 1H) % 4. 31 (fld»tt©b r d, 

J=5. 2 H z , 1H). 3. 22 — 3. 30 (m. 1 H ) x 3. 0 3-3. 1 

3 (m. 2 H ) , 2. 93 — 3. 02 (m, 1 H ) . 1. 70 (brs. 2H) 
» 1. 43 (brs. 9 H ) , 1. 35 (s, 9 H ) . 0. 64-0. 85 (m 
• 2 H ) 

ES I - MS : C 3 « H « 6 N < O , 

tflfi : 6 2 2 

illfl: 6 2 3 (M + H) 



±fe^fiScfe) (10. 0 g , 16. lmmol) <D ffi M ^ f - )V (75mL) *g WL 

St**i:4ofcHt*»t©»^* (3 : 2) 8. 64g^if: 9 
ESI-MS:C 29 H 3B N 4 05 

fflf : 5 2 2 

II : 5 2 3 (M + H ) 




$ W 4 
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N 
H 



NHBoc 



HN 




NHCbz 



N-BOC-b-^^/^hy^h^T^ (7. 7 9 g . 24. 5mmol) , 
N-e-Cb i-L-yyyt-^f^s^f^tBi (10. 0 4 g . 26. 
9mmol) x HOBt (4. 9 6 g , 36. 7mmol) fcit/D I EA (4 
. 6 9 m L , 26. 9mmo 1 ) ©tft^f ( 1 5 0 m L ) Sffif: 0 tt, 

1 Odffl^ftTEDC (7. 0 4 g , 36. 7mmol) & i* o #0 x. tz 9 R 

fcm&WZ&MZ^T^Ukl,. 3. 7 5«ffflfitf ^ftNaHCO,^^ ( 

lOOmL) l: A L „ fiB?:»*ls IN HC1 (lOOmL) % ( 
lOOmL) 15 £ 7 >- (lOOmL) <Z> Kg "C ft * U . «*Mg S0 4 tR 

tKU, ^iiiU. 6fi/*fil»14. 5g (ft«*9 3%) £ 0 



_L^£BOC-b-^^y^Trp-Lys (Cbz) O-t-^^/UftiUtt (5 

5 4 m g , 0. 8 70mmol) <D * ? S — )V ( 8 m L ) » iS . ^ * A" sfc 
> g£ ( 2 5 1 m g v 2. 6 1 m m o 1 ) £: JD X. * » b h fc S dft «r 1 fi t 7 OS 

Wffifflfc, SiEil&fe^8iLt^;-/^liL, m it * 7 v >- (5 0m 

L) L % 2N NaOHS« ( 4 0 m L ) T- 2 [hK 7 7 4 > X* \ mVc fr \^ 

, S*MgS0 4 tllll*l, fcg b . SISLT, a B * 2 8 0 . lmg ( Jfc sp 

6 0%) £ ^ 0 HPLC^lftii, «fi[9 3%oii«)r $y-efc5:i^$ 
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$ m& 5 




o 

S-NH 



&1%A : 




NH 2 



BnNI 



ttfm<o i — ^vwu- 4 - (2-^hor^y>-) t° y > (5. 0 0 g , 

16. Immol) & x Pd (OH) 2 /C (20%, 750mg) , ^ / — 
^ (5 OmL) iSitffiHC 1 (13. 3 m L v 16 Immol) ti^Lfco 
U&ya*H 2 ( # * ) (45p s i) T-C24B#raffi#L, i? 7 h * ig L , fi 

lgSr^^Sifc^L-Cfffco 
ES I - MS : C 18 H !3 N 3 
IfSI : 2 8 1 

: 2 8 2 (M+H) 



±&&ffi A b <D ±f&Va (4. 3 1 g , 15. 3mmol) *: * /U 7 r 3 K ( 
1. 7 0 g , 17. 6mmol)©^^7>Ti*(6 0mL)«iK*:ig'&L*»'& 

7 "7 7 4 — (is V # , 2. 5 % N H < O H , 2 2. 5 % > * y — / ^ >fb 7< ^ U 



B 
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>-) i:±5«m-e, « # ft * * * l . 6 l g «: » fc Q 
ESI-MS:C, 8 H 2l N 3 0 2 S 

tHJffi : 3 4 3 

HSOffi: 344 ( M + H ) 



SOI&RjSa* & ( 5 5 8 m g , 1. 62mmol) £ P d (OH) , / 

C (20%, lOOmg) , * 9 S — >V (lOmL) fcitffiHC 1 Kit (0. 
3 OmL, 3. 3mL) £ ^ L . H 2 ( # * ) (50ps i)Tt24ftB8tf 

(lOOmg) £ffl^T^/&&i& , 9igLfc 0 £ K 2 4 

»# fifi & , &to<D®>m*M X. (2 8 0mg) , S i£ £ H 2 ( X X ) Tt7 2^f«1i 

ESI-MS:C,iH l6 N 3 02S 
ffffffi : 2 5 3 
31 SUB : 2 54 (M+H) 




$ HUE 6 




( 99 ) 



2001—519812 




H 



NH 2 



BOCN 



mm b 




/=N 



3r ( 5 6 8 m g . 12. 3mmol) Sr. OtflA Cl O (1. 0 5 g . 1 
0. 3mmo ]) Icii, ff>tlfc)S^feiSrftliaLt60 < CtL > 2. 7 5 B# Iffi 
fiff L, ftiLtllt THF (5mL) «r *D * , *&fg$ri??£PL-C-15 

ttL, ffi[fE®|Sga>ibW±j£i& (2. 0 0 g , 6. 86mmol) £r T H F (5 
mL) S*i LtJllx.fc 0 0. 5BSI5jl, ( 4 0 *C -C *n US) 

o o % i£ 3^ ^ , ^(C4%p<^y-/w/g^i^^^yu) laot^SU, ^o- 

X^f 5 / -/-/H. 2 5g£r#fc 0 ; E:c04'[H]ft:(l. 2 1 g . 4. OOmmol 
) ^SKif/H:jgAa, Znmmi^UC \ ( # 5rl 0»^«);§iitf;i:t- 
. BOCS*MJ*fc, «4liLt, + llfl ft X £ 0 
BOCpSifOE S I - MS : C.HnN.O: 

ttJH: 30 1 

^{|fi : 3 0 2 ( M + H ) 



$ IB ft 7 




: 
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CbzNH 




NHBOC 



N-a-Cbz-N-e-BOC-y> ? >'(15. 0 g . 39. 4mmol) 
4 ^ y / p />V - ;u ( 2 . 8 9 g . 4 7. 3mrao 1 ) fcil^EDC (9. 07 
4 7. 3mmol) (O & VC * ^ U >- (300mL) *g & £ 0 <C <>: b , ^ *l Cl 
DMAP (5. 0 6 g , 4 1. 4mmol) «: ft] t B SKS^«*#l**t 
^ lE <h b . 2 4 B£ ffi m W b , ^{b^^U>- (200mL) "C ^ b . 1 N J£ ® ( 
250mL) 2 [h] 5fc # b , ^ 7 >T > (250mL) T 1 0?5t^L, MgS0 4 

# , 5 0%B8xf |:J:oT88Lr, «»44**1 6. Og 

(«2$9 6%) «r # in o 



iS»-e»® Lfctffl* (16. 0g, 37. 8mmol)*3j:tflO%Pd 
(OH) 2 / 3# (1. 6 g ) <D * ? J - fV (1 50mL) + 4fc £ > IMS 

» b ft ^ b , ® <D H 2 ( # * ) "CI BI^Bfeitfco &/£*1^4£j£ir7-f h 
« « b , 0fgc^^^^ (1 0. 8 g . 99%) 4: » fc o 



rfii^N-a-Cb z-N-e-BOC-U^y (10. Og. 26. 3mm 

ol) , i? /l»T $ > 7kmm ( 2 Mf§m . 15. 8 m L , 31. 5 m m o 1 ) 
fci^HOB t (3. 7 3 g . 27. 6mmol)O^{b>^^>'(200mL 

) & 0 X: k L . ttlCEDC (6. 0 5 g , 3 1. 5mmol) ^/>if o 

5&w\t>>ttxmz.ito ««t#«a**TSiafcb, # & # b 0 & 



B 




$ Pp 1 ] 8 




NMe 2 



( 101 ) ^2 0 0 1-5 1 98 1 2 

l^>2 0 OmLT^Rl, IN HC1 (200mL) , fiSftNaHC 
O, (200mL) £5 <fc ^ > (200mL) <D Kg X &t L , M g S O « T* 



o 

f IB (£ 9 




t K 7 *J V (4mL) <£> p< * y — (40mL) ^fgiC. Z-Lys (Boc 

) -OSn (4. 7 7 g ) ^llt^JPtfc, 1 B# Pal S # & , i^l^8i8IL 

tz o 38f *l:t;uhBB h (l5mL) £ An x. , 1 4 0 tt?6 0 

SLfco ^^tt/c^^^^/^aiLT^^irL. IN HC1 CfiAL 

fd 0 u & m z mit * ^ ^ x m m v . yrsf^xm&is* estMinti* 

Pd (OH) l SETi: l BtiTK^fk tfc 0 4£> £ i? ^ hiM Lt, P 

ft ^ * (3 7 0mg) tr # „ 

I 3 gg 1 0 
H 2 N ^^^/n^NHBOC 
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&m 2001-519812 



N-a-Cbz-N-e-BOC-y^^ (10. 0 g , 26. 3 m m o 1 ) 
% N , O-^^f/Ut Fn^i/;UT;yilI (2. 8 2 g . 26. 3mmol 
) , HOBt (3. 5 2 g , 26. 3mmol) joit/D I E A (5. 50mL 
, 3 1. 6mmol) <£> i& f > ^ U :/ (300mL) *g ffi £ 0 <C <b L , tllZ E 
DC (7. 5 6 g , 39. 5mmol) Sr'>if o 1 0 » B i» It t ID X. fc. **• # 
# # « . RJCa^WSrSft^^^^ (2 0 0mL) t#3R t % * (2 5 0mL) 

1 UK ^?PNaHC0 3 ^$? (250mL) T? 1 UK ^ =7 4 ^ (2 50mL) 
"C 1 HI ft # L * MgSCN-CJ&TKL, i§ L , & *g L 0 ffl £ 4fc 

fr77 5/>n.^u^ V ? =7 7 J — (->y^7. 6 0%^®^^^/ — ^r^>-) K «fc 
otfSgLt, 1. 0 5g ( 9 9 % ) %mti 0 

1 H NMR (CDC 1 300MHz) d7. 34 (m. 5H) s 5. 52 
( d , J = 8 . 1Hz, 1H) % 5. 09 (a^ltWd, J = 3 . 3Hz, 2H 
4. 72 (m, 1 H ) , 4. 60 (m. 1 H ) , 3. 77 (s. 3 H ) , 3 
. 20 (s, 3 H ) % 3. 06 — 3. 12 (m. 2 H) x 1. 34—1. 77 ( 
m , 6 H ) , 1. 4 2 ( s , 9 H ) 
ES I —MS : C 2 , H 3 3 N 3 O a 

ftUffi : 4 2 3 

H SUB : 4 2 4 ( M + H ) 
a Pg B : 




WftB-CKaLfcT^ K (1. 6 9 g , 4. OOmmol) cDTHF (20m 
L) »(ttN ! ?iaT'(?»9LT0tK, ^tii:aitSi:<i:oT^ y^f;u 
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^y^^o^y™-*^ K (2 

Mv^xf - T J\s?&t& , 6. 0 m L , 1 2 m m o 1) $:iTLf: D iTi, & 

&^^$5£r#*&£-&T^^£L. 4 tiffilf tf: 0 tK ( ft 1 m L) £r *D *l 5 r £ 
tEStlJhL, R»xf ;u (1 0 OmL) "C b , IN HC1 (2 5mL) 

l3j:Tffr^77^> (2 5mL) d J: o T ffl; # L . MgSO«-?K*L, ^i§L 
, fiffitfco MPLC ( ~> !i # , 4 0%SSxf ;u/^^fy) HJ: o TSK L 
T. mm<D 4 2 7mg£r#/c 0 

ESI-MS:C J3 H 36 N 2 0 6 
: 4 2 0 
Hit : 4 2 1 ( M + H ) 



HU^PgOS/SO^fiJc^ ( 4 0 0 m g . 0. 95mmol) £ % t ? J — )V (5 
mL) * P d / C (5%. 60mg) ir^^b, H 2 ( 11 * ) Tt2fif|ffl||L 




<p m & i i 
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BOCNH 




NHCbz 



CON(OMe)Me 



tlBfti 0©^ai:*5^TS(8Ai:Etw*S4:HSi:ir, ± IS e ^ >- u -f 



S(ISfi3i»fc04l* (3. 3 9 g . 8. OOmmol) x = f (40mL 
) *g a» l % N.-e^-^L, »9LT Ot t L, L A H <£> 1 M T H F *g (1 
OmL, lOmmol) £ £5 T L 0 0 t 1? 1 I* Pfl 8 , 7k Sr « T t 6 ^ *CS « 
f|± L, IN HC 1 -eftRL, iffilxf ;u-C2@»*Lfc 0 ^^*fcf«B4: 



Kft^y^f^MJ 7x=;^^^^n^n-7-< K (1. 6 8 g , 4. 20 
mmo 1) <£> T H F (2 0mL) ^^^^^N z T(^^aUTOt:^b. * tt K 
KHMDSCDO. 5Mh/^^>'^ffi(8. 4 m L , 4 . 2mmol) 1 0 # R 

1. 0 2 g , 2. 80mmol)C0THF (lOmL)^^^0 < t:T*®TU,# 

airsat l, i 8 «s ra a # u ^ 0 ^?-f ^i:j:ots«fe»ii:u, g^^m^ 
^r*2(Hjftjmu^ 0 aJHSr^^^^-eiiaacj^u, n a 2 s o 4 tK* 

U , « iS L , iS8Lf: 0 7 ? y ^ p t h ^ ? 7 -f ( > y # , 3 0%B 




CHO 
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1 H NMR (CDC Is* 300MHz) £ ^ fcf — ^ d 5 . 2 3 (t. J = 1 
0 H z % 1 H ) - C FL= C H - ) % 5. 00 (t % J = 1 0 H z , 1 H , - C H 
= C H_— ). 0. 94 (d, J = 6 . 6Hz, 3 H ) - C H C H_ 3 ) , 0. 91 
( d . J = 

6. 6 H z , 3 H , — C H C H_ 3 ) 
ES I - MS : CmHhNjO, 

ttfftt : 4 0 4 

Hit : 4 0 5 (M+H) 



mi^Pg^^b^^J*^ ( 4 0 0 m g x 0. 99mmo 1) SrSS^f yH:S*a 

*8 J£ £ Bfc * L T , t««!3 3 0 mgt)|fc D 
ES I - MS : C IB H 28 N 2 0 2 
: 3 0 4 

mmm : 3 o s ( m + h ) 



rtil^l-N-BOC-l, 2 - T 5 / x^y (5. 0 0 g , 3 1. 2mm 




» TO 1 2 



O 
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ol) £ . N-^^/U-^/U^yv (6. 8 6 m L , 62. 4mmol) £ D 
MAP ( 3 8 1 m g „ 3. 1 2 m m o 1 ) Wtfk^ f l/V (80mL) k M 

^ U „ ^no^^^^^yu (4. 7 6 m L . 32. 8 m m o 1 ) £ flS T L 0 ^ 
ITS bi:4lS|»lB»8 % RJE»-&«S:DCM (2 0 0mL) "C ft R L * I N 
HC1 (l5 0mLT*2[Hl) „ ^?0NaHCO 3 ^ffi ( 1 5 0 m L ) *S <fc :/ 7 
>T> (1 50mLt2|Hl) X*fo& Vfto ffti^NajSO^K^L, »ii 
88U, S & H 9 . 20g^Hf; o 

1 H NMR (CDC 1 3 , 300MHz) d7. 26 — 7. 39 (m, 5H) 
, 5. 19 (brs, 1 H ) . 5. 09 (s v 2 H ) . 4 . 83 (brs, 1H 
), 3. 15-3. 31 (m, 4 H ) , 1. 43 (s, 9H) 
ESI - MS :C l5 H 22 N 2 0< 
: 2 9 4 

: 295 (M+H) 

»K«r»iLt, Bfio4*»7. 2 g «: # fc Q 

1 H NMR (CD 3 OD, 300MHz) d7. 28 — 7. 41 (m, 5H) 
, 5. 10 (s, 2 H ) , 3. 40 (t, J=5. 7 H z % 2 H ) . 3. 05 ( 
t, J=5. 7 H z , 2H) 
ESI - MS : C,.H M N 2 0 2 

ttffH : 1 9 4 

i^fi : 1 9 5 (M+H) 
&j%B : 



HCfapgf*»e>^*ric* (1. 2 6 g , 5. 46mmol) % N-a-FMOC- 
D-tyy-O - t-^f/Ux-r^ (2. Og, 5. 2mmol) , HOBt 
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( 7 0 3 m g . 5. 20mmol) 3o J; 1/ D I E A (0. 9 1 m L , 5. 2mm 
ol) ODCM (50mL) SS^Oti: L, ^ tl, (C E D C ( 1 . 4 9 g . 7. 
8 

mmo 1) $r^o<*3 5^[ffl^lt-caiXL^o Sj£8^ft i#I Jf * t 111 i: L 
o SSjg^^^DCMT^RL, * , fiftNaHC0 3 g»fcJ:(; 

^7>f >oBtftiHfco #«BJB«rMgS0 4 "CBft*U. i§ L , 8iLT, ft 

ft a m * a tz o 

#t)tlf:|4*fe^^/^yy^2 0%DCMg» (50mL) K » L , 

o tffli^Mg S0 4 tE*l, « ill U . ^ S3 L , 77^>^^D-7F^77^ 
— ( y # . 1 : 9 : 9 0NH<OH/MeOH/DCM) HJ: otiffiK tt, 

ESI-MS:C,7H 27 N 3 0 4 
t+ ^ ffl : 3 3 7 

: 3 3 8 (M+H) 



4 1 fiB 1 3 




o 




Z - !J ( 2 . 0 0 g , 7. 9 6 m m o 1 ) , 1-N-BOC-l, 2 - 
T ^ J 3i ^ >- (1. 4 0 g . 8. 76mmol) £ TJ* H O B t (1. 0 8 g , 
7. 96mmol) CODCM (50mL) 2& £ 0 £ L . ^ E D C (2. 
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2 8 g . 11. 9mmol) £ » 5 ft IB it T AD * fc . R £ S d * «: # * * T 
^ M £ L , 2B|r«^lfco D C M -C * R L . ft d * . fiftNaHC0 3 S»i3 

m<n »n$Lm 3 . oi g £#*io 



Hi»eRI*»b^^*« (3. Oog, 7. 63mrnol) J: (5 P d (OH) 2 / 
C (20%, 300mg) (D & M e OH 

(5 0mL) *g L . H 2 T -C 2 Bf ffi # U fc 0 RfcU^®***?-! h^ilb 
, SiS^-*tMeOHta»lfco a«tfi«lt, grIOttfftl. 96 g 

*#fco 



WJBKUg'&Lfc^TS v g fc B Z § ;r^3"^g)Ba 

7«;/-fy^;l/HMPB (RappTentagel HMPB) tf JIB ( 0 . 20mmol 
/ g , H 1 # H8 ) ^7y y M7^fC§lAH, 1 : 1 T H F / C H 2 C 1 2 
30mLT-?5fe^-r5o DIEAO0. 75M THF/CH 2 Cl 2 fg*&9mL£r 
J!JDx.5o ?uu*mp-~hv7^~'l'<n0. 7 5M THF/CH 2 C1 2 *&*& 

9mL^^^ 0 6 b* si « # -r * . <g <omm&n\<^ wkstthf/ch.ci, 

3 0mLT*2|Eli5t*t5o ^7 ;^ U < Ii7 ; ; 7/^ ( S 1 # HB ) ^ D 

I E A O 1 : 1 ?S^«J(D 0 . 2 5M D M F 1 8 m L i X , 1 6 &f ffi W: & 

-tZo ^(DWmZff^. ^flg^DMF2 0mLT*4{Hl^^-t5o 



JSPg B 




$ W ft 1 4 



a 1 ■ 7y^'fyH^HMPB»E 
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O 




% ^ t> L < nr ^ y 7/^-;^flgU:tl (B 2 fcJ:tJ«« l «ffi) 2 
5mgt7 J y H3lf9^ffl:»LAh5 D KIStrDMF 1. 5 m L *C 2 HiJfe^ t 
5 0 Fmoc - ( R S , SR) - b - > f ;H !i ^ h 7 7 ><0 O . 52M DM 
FSS 2 5 0 /1 L^iJDt^o DIC/3%DMAP(O0. 52M DMFSS2 
5 0|iL«rJO;i6o S^^^^3^FBlSl^t5o S O » « «r ^ , f i^DMF 
1. 5mLt2[Hll5t#L, TisJlsik&mQM-to *: » « L * HBSrDMF 1 . 
5mL t 3|Hlffi*t5 0 tf^y ^^©2 0%DMFjS« 5 0 0 1/ LSrlOt, 30 

# ffi # 3 o * « * ff V*, « JIB £ D M F £ 1 : 1 T H F / C H 2 C 1 2 ^ tlf il 
1 . 5mLt 2[Hlf o9c^f5 0 D I E A CD 0 . 5 M THF/CH 2 Cl 2 ig*&2 

5 0/iLSr*P^.5p ^nn^Sp-^ M7xr:;KD0. 5 M T H F / C H 2 C 

i^« 2 5 0 ml^jiix.5 9 3 0frmm&-tz> o <D&m&n^ . mm^r h 

F / C H 2 C 1 2 1 . 5mL-C2[em#-r6 0 1 : 1 4 - ( 2 - 

^■h-i-'O'X^^^r/y ^yu) f^ys^v/DiEAoo. 25mdmf 

» * 5 0 0 n L**r ft] jfc , 20»fflffifft5o ^ <*> » tt *: f? t^* Hfl^DMF, T 
H F / C H 2 C 1 2 % THF, C H 2 C 1 2 , 4 V u /< ; — ;u ^ C H t C 1 1 *3 J: t5 

* W » # 1 . 5mLT'3@foi5t$t6„ S * T I: *St » 1 m L S: ID t , ft] £& L 
T4 0 C C^LT2 1. 5 B* ra S Mt $ * X % »ffl^e>{b^««r»a**S. » CO tfe 

F/v^ffCJ:!), iJrH<D&rt»©#*£*:*B-*-& ( « 2 # fig ) 0 

m 2 



( no ) 



«F« 2001-519812 



O 





.OMe 



» W 1 5 

N-7tf - h (2R, 3S) -b-^^/UhU^h^y^ (R) ~ ( 

+ ) -a— ^^/l^^-^/uy^^Jfi 

\S ^ 4 & — h <D (Snyder and Matteson, J. Am. Chem. 

Soc. , 1957, 79, 2217) C <t o T , 7 t b - ^ f ;U h y ^ h 7 7 > I 

0 ^ t£ {£ A (lOOg) ^ 9 0 / 1 0 7t^-*l. 2 5 U y h /MC 2 0 t 
£ , (R) - ( + ) - a- ^f/^y^/ur^SOmLS:- ^tcjn± 
t 0 BSHSttfef *»4i$Wfc # itSBi:ft^ * (O & S fl£ 4 6 ffi ® ft # £ 
*>KH*»ifto*: 0 «#isJ:iJ*ttiBfc*£ ii 

»©7t hy50 OmLSrJlifc, $S f£ £ iig L , ^r-^ ^7 t F > 5 0 0 m 
LT$»L, R?l ItSofc^r-^tSfco ^<D[§{££9 0/1 0 T i? h >- / tK 
2. 5 y y h;H:«iBSf , iast»a»BStfc„ Sfe^7y-^ft8LT 
2or^u, » # 8 18 £ * fc 0 £ $ £ l , r-fehv-eas^u, Kiu, 

gl >ffc ^ #3 3 9 . 1 g «: „ a = + 9 . 1° ( c = 1 , MeOH) 0 JSSStl 

T ^ 5 fc <E> it « l£ £ Y> , j&^Mfc^^flJ 9 ^ T fc ( J. Org. Chem. , 1994, 59 

, 423923 <fc J. Org. Chem. , 1995, 60, 4978) 0 



N-Tir^/U-hW^- ( 2 S , 3R) -b-^^^hU^h^y^S- ( - ) 
-a - ^f ;u^yv?;U7-;yj 

in HCl (400mL) £ Jn x. fc 0 ffi-feix^!B»iKSr, fi:SI2 ott\ #: ic 



i 6 



( 111 ) #^2 001-519812 

4^fe^K3lLXI^-^ (fifi7 9g) Bff^9 5%7t hy/7Rl 

!) ^ (S) - ( - ) - a- >f/^>^^7;y40mL^il 

„ *C9 o%rt h^/* 1 !l y h/uittifc, gc # & . @ * a a* * £ o ii 

«:2 0t:-e»#»JBLfc o £ f& L , Tirh>-5 0 0mLT*^r^U, Qg 31 

UTi&*--*&#*: 0 ^(Oi«ft^9 5 % T ir h^//K2 y ^ h /u » » * -fr . 
**»TllD«»B**fc. Sfelia^ftSlLr 2 Ott I, » « ft » S * fc „ 
£ $5 £ ^ & L , 7t h>5 0 OmLTS^L, Kilt, glft&ft5 4 gS: 
# 0 a = - 9 . 0° ( c = 1 % M e O H ) 0 

$ m » 1 7 

N-7irf;u-xy h p - (2R, 3R) -b-^^/^hy^h^rVR- ( + 
) ~ a - ^ f /W^>^;U7 >t 

1 7 0 g £: , x^;-;n o OmL^rttfS 

8£ :n ^ ,u 2 . 5 y y h /U K * L . * . R - ( + ) - a - > ^ /U 

T % 1/ 6 0mL^i^f: o 1 O^i, iiSD^RK^^/i^ y y Iwu «: Jo X. * 

tt^^/?^pfS$:2O t CT*3 0f!J3^^$^yt o 4£ fifc £ & L . RK^f ^tft 

m^-/u-e(D^^^y — ft * 4 lei fr o ^ (2. 5 !l y h^*C 1 IU> 6 V y h "C 2 

[hi, 8 y h^-eimi . ft«^*»<DJRfitt, * 4 3 . 2 g -e & o tc . a = - 

19. 6° ( c = 1. , M e O H ) 

» 1 8 

N-7tf;U-x y hp - ( 2 S , 3S) - b- J?-/Uh } J-7h7T>S - ( - 
) - a- ^^^^^v^T^^J^ 

tB#l s^&oflHSt^to*, ««lt»2 !l y h^i I, in HCl ( 

5 0 0 m L ) -e2|eiac*Lfc 0 »#«£WBfc^^/l'^l[iIfflUiLML % & t> It tz 



( 112 ) 4**2 001-5198 12 

y h IV t L „ (S) - (-) - a - ^ ^ > ^ ^ T ^ > 6 OmL^llO^fco 1 

b 7t 0 £ f& £ iig & L , Si^f^t'ft# 

L , »3I tTS^r-^SrSfc. ^©SSrKKxf ;U6 » y h /HZ ■ » S * , & ffl 
«SraH»»»*-frfc 0 ^^«^^aUT^?&^:L, & ffi # L 0 £ f& 4& £ *S 3X 
L % ;U-eft#l, «; « S o ««**«OJRftfi. 6 5 . 8 g 

-3 ft 0 a = + 1 9 . 7° ( c = 1 . M e O H ) 0 

» h a 1 9 

N-7tf - h ut- ( 2 S , 3R) -b-^/^'J/^r^ 

*f^l 6^^I (5 3 g) £ 1 N HC1 (400mL) t C 2 0 t 

#fc Q a = - 2 6 . 4° ( c = M e O H ) 

f ffi*2 0 

b U *• - ( 2 S , 3R) - b- y^/t-hy^h^T^ 

tB*l 9i»bOl^-*tlN HC1 (400mL) K IS » S i*T . 1 2 B# 
M 38 SK L rt: o Sft^SiP IT 2 0 t: L, «f « <7? ^ S ^1 Jft «l 7 «c ffl » tK^ 

L . Sii L , 

*--*£*"Cifei£L* KitS^t', glft^ft?:*itfc 0 a = -2 9. 3 
° ( c = 0 . 9 , H 2 O ) 

$ B 2 1 

N-t-BOC-hU^- ( 2 S , 3 R ) - b ^ ^ f F y / F 7 7 ^ 

^|»2 0^^*g«(DpHHIfttMJ ^CJ:ot7(:lSU *P 
LTOtt Lf: 0 K8*/^>n2 0 g, ^ - t - ^ ^ ^ # — * - h 1 9 g 
JoiO^THF 1 5 0 m L ^Slxfco ^^^^^>o< L , 

ftS L fc 0 K««*^-'7 t ^-C2|iI«jaU. 2N HC 1 t*7K@^itt t L, BE 
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& m ^ ,u -e 2 (Hi ffi L fc 0 ^fctfcS»xf;Htlj»^^7^yfS»U Mg 
SO,"CR*L, SIL. fiiLT, Slft^(fe2 1 . 2 g ^ # t o 

fBI ft 2 2 

N-T^^/l^-hU^-- (2R t 3S) - b- ^^^hV^hyy> 

tBftl 90f«i:$EoT8gLfeo a=+26. 6° ( c = 1 . M e O H ) 

* pa ft 2 3 

h u ^ - ( 2 R , 3S) - b- y^/Uhy^h^y^ 

tW*2 0©f ilcaoTRillfe, a = -h 3 0 . 6° ( c = 0 . 9, H z O 

) 

ff3 ft 2 4 

N-t-Bo c - hU^-- ( 2 R , 3R) -b->f/^M/F77> 
* IB ft 2 ltt^UBI-ao-CRjSLfc. 

» IB ft 2 5 

N-7irf;i/-xy hp (2S, 3S) -b-^^/^hy^h^TV 

»t>|fflftl 8 (65g) £ 1 N HC1 (250mL) *3 «t t5 » * ^ ^ 

( i . 5 y -x h ) £ * t> k x u v s # n m » l fc D # * t fr ^ . ft k ^ * 

B t i n hci, h 2 o^ xxf? 7 << >- -e sfc # u , Mg SO.f Jfi*L, ffi L 

$ IB ft 2 6 

^ U h p - ( 2 S , 3S) -b-^^M/h77> 

+ raft2 5*»fc^*j*«S:2N HC1 (500mL) fig 

£ , 4 m m m m u tz. B s$^»slt2 oti: »«(o*fi«:tra*2 7 c 

» ro ft 2 7 

N-t-BQC-^y hp (2S, 3S) -b-^;H!)y F77> 

*B#2 0i»6©*i8«OpHt*»)ktM^iaot7i:«Bl, ft £P 
LtOtt Lfc e K»*/UV^^2 4g, v ? -t-^^/Uv ? ^7-^^-h22g 
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<fc 15 T H F 1 5 0 m L ^ M t f: , ^^^^^>o< # 2B. $ -fr T g S. t b . 
ftflLfc. Efi?»*x-f^-C2lilttUU, 2N HCl-C*i«:8ttH, St 
»3i^/u-e2iHittttjufco ^^tfcSS^f^fitWiSi^^y^yTa^L, M g 

iSfet^ft^tj: — -r/uSrttffiT^lfe^Lfco ?l^tit^7 y L, SUIT 

, glft^^)2 0. 1 g £ # fc 0 

$ H 2 8 

N-7tf;U-M/t- ( 2 R , 3R) - b- ^^^hy^h^r^ 

f 50?«iHSotS!j§Lfc 0 a=° ( c = 1 , MeOH) 

tffi»2 9 

h U ^- - ( 2 R , 3R) - b- ^^/Uhy^h^y^- 

tffl»260f-IIIi:ffioT8Slfco a=° ( c = 0 . 9. H 2 0) 

+ m#3 o 

N-t-BOC-hU^- (2R, 3R) - b - MJ ^ 1- 7 7 > 

«t» IB * 2 7(D^|iHoTSILf: 0 




J£Flr A 
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H HN 




o 



il2t*|li§Lf:D-T r p-N-e-BOC-Ly s-OMe • HC 1 (30 
0 m g , 0. 5 3 5 m m o 1 ) ^v^^^V^^v^/U^— h ( 1 3 7 m g , 

0. 535mmol)*>J:t5DIEA(0. 3 7 3 m L . 2. 1 4 m m o 1 ) CD 
THF (1 OmL) ffi t M & L , ^ 2£ 0 . 5 3£ [ffl ffi # L it 0 ^ *t 2S W * 

. 4 - (2-^rh-l i^X>f ;^/y ^/U) - fc° ^ U > (116mg 

. 0. 53 5mmo 1) £ *0 x , » S: $ P, I: 1 6 SfflRltto & /C ^ $3 £ & 
» L % Jfi {fc * U > (40mL) CSSS^l, IN HC1 (30mL) , ffi 
fD N a H C O 3 (30mL) fcil^^^y (30mL) ©itit^U, * M 
g S O * "C K * L , « ii U , SffiU^o fi4fijcft$:MPLC ( > y # , 5% Me 
O H / E t O A c ) laotMKLt, <fe O £r # 0 

MS-CI ( N H 3 ) C 36 H <7 N 7 0 7 
ff W : 6 8 9 

^11 : 5 9 0 ( M + H - 1 0 0 [BOC]) 
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±Et?«iLfcBOCttB#t8l»3:f ^ (5mL) \C ^ b , »9U0t: 

»tt«r*)ETi:»*tr, £ & @ # £ £1 <> 

1 H NMR (CD 3 ODN400MHz) d 7 . 63 ( d % J = 8 H z , 1H 
) , 7. 32 (d, J = 8 H z s 1 H ) , 7. 17 ( s % 1 H ) % 7. 01 — 7 
. 10 ( m , 7H) , 4 . 57 (a^ttOt, J = 8 H z , 1H) % 4. 3 8- 
4. 42 ( m % 2 H ) * 4. 06 — 4. 17 ( m , 2 H ) , 3. 70 ( s , 3H 
) > 3. 29 — 3. 35 ( m , 1 H ) , 

3. 17 (dd, J = 1 4 . 4, 8. 4 H z , 1 H ) . 2. 79-2. 97 (m 
„ 4 H ) x 2. 28 — 2. 32 (m, 1 H ) . 2. 11 — 2. 16 (m, 1H) 
, 2. 00 ( m , 1 H ) . 1. 63-1. 81 ( m , 3 H ) , 1 . 50 — 1. 6 
3 ( m , 2 H ) . 1. 13 — 1. 25 (m, 2H) 
ES I - MS : C 3l H 39 N 7 O s 

fiUm : 5 8 9 

M M ffl : 590 ( M + H ) 




o' 



Of-Bu 



are a 
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c=o O 




NHCbz 



* flfl ft 5 (TF AS, 3. 8 0 g . 5. 84mmol) £ is * ? is = S V >V Jj 
— ^ ^ — h (1. 5 0 g . 5. 84mmol)ioJ:t5DIEA (3. 0 5 m L , 
3 1. 8mmol) (^t{b> f (50mL) *g M <t L , M U 0 . 5 B# 

m m w u , 4 - (2-^^-i-^vx>f>;yyy^/n - e^y ^> ( 1 . 2 

7 g , 5. 8 4 m m o 1) & M 7L 0 #fc;h,fcffi^»S:£k*;i2ll*lll]«#L* «[ 
ft^f U>-C*«L, fiSfPNa HCO,, IN HC 1 33 J: t5 ^ 7 >T ^ © (I "C ft ^ 
L , Mg S0 4 ti*L, « iS L , fi ffi L fc o M P L C fit §g ( V y * , 3 % ^ * 
y-;w/S8xf I: J: o t , 0? M <£> £ j& 3 . 2 0 g & # 0 
ESI-MS:C4 3 H 53 N,0 7 

ffSI : 7 7 9 

^fflffi : 7 8 0 (M+H) 



±lBJaPBAt^|2tt^*ife-C»5gbfc#*n«(3. lOg. 3. 9 7mmol) 
fci^P d/C (10%, 310mg) £ > * / - ( #J 5 0 m L ) »f> "C jg L 
. H 2 ( # * ) (Uft-CjDfltfc) T K T 2 B# ThI # L 0 Kfcmi&m** 7 4 V 
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ES I - MS : C 35 H < ,N,Os 
fYUm : 6 4 5 
% m m : 646 ( M + H ) 



f ftftSlLtfc^/c^ (lOmL, Ot) Ul , 

^^-^yu (0. 7 4 m L % lOmmol) ^iTtfcc # ^ tt ^ « « , rff flg <£> 
N-a-BOC-N-a-^^/b-N-e-Cb z — U 1/ is 9 u <^ 3? Z/ 7 



HI3 





C0 2 Me 



a b 
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O OMe 



«tt Bk » h (D%Ltkf£%l (3 9 5mg) % »ao*S o t «8 L fc t IB # 3 

( 2 7 7 m g , 0. 601mmol) , HOBt (94. 6 m g , 0. 601m 

mol) Joit/D I EA ( 1 2 5 m L * 0. 6 0 1 m m o 1 ) <D % {fc > ^ U >- f& 

m , 0 t O E D C ( 1 7 3 m g % 0. 90 1mmol) ^iHltfCo ^^ll^lJ 

itf^^^om-CSfc^L, MgSO.T'IAU « a b , « « L . MPLC 

( is y # , 3 % 



ES I - MS : C 4 ! H 4 b N 7 O 7 
«•»«£: 751 

mmm : 752 ( m + h ) 

a F£ C : 




-hfE^f^B^^cO^^^ (9 2. Omg, 0. 1 2 3 m m o 1 ) £r P d / C ( 
10%, 20mg) <D*?;-jV^W&mtm i &\s. H 2 ( U X ) TtlUlBffi 
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fltfco R)£il§»S:t7>f h*iSL, l SftOfiHC 1 i8«-e*il, &SL 

x . mm<D*k&®>z*ti<Dmmmt i.xmtz 0 

ES I - MS : C 33 H 43 N 7 0 5 
ftgffl: 6 1 7 
2£ SOtt : 6 1 8 (M+H) 



fee 




O-f-Bu 







R2 


G-Y-X 


MF ESI-MS(M+H) 


4 


H 


H 


. N-CO-NH 


C34H45N7O5-632 


5 


CH 3 


H 


N-CO-NH 


C35H47N7O5-646 


6 


CH3 


5-F 


N-CO-NH 


C35H46FN7O5-664 


7 


CH 3 


5-F 


N-CO-NCH2CF3 


C37H47F4N7O5- 
745 


8 


CHs 


H 


N-SO2-NH 


C34H47N7O6S-682 


9 


CH3 


H 


N-CO-NCH3 


C36H49N7O5-66O 


10 


CH3 


H 


N-CO-NCH2CH3 


C37H51N7O5-674 


11 


CH3 


H 


N-CO-NCH2CO2H 


C37H49N7O7-704 
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12 




H 


N-C=N 


U35H47N7O4-63O 


13 


CH3 


H 


N-CO-O 


C35H46N606-647 


14 


# a k t 

CH3 


7- 

C02Me 


N-CO-O 


C37H4BN6U8-705 


15 


CHs 


6-F 


N-CO-0 


C35H45FN606-665 


16 


CH3 


6- 

C02Me 


N-CO-O 


C37H48N6O8-705 j 


17 


CH3 


5- 

L/(J2Me 


N-CO-O 


C3 7H4 8N 608-70 5 


IS 


PUo 


H 


C=CH-NH 




19 


CH3 


H 


N-CNHAc=N 


C37H50N8O5-687 


20 


CH3 


5-CH3 


N-CO-NH 


C36H49N7O5-660 


21 


CH 3 


6-CH3 


N-CO-NH 


C36H49N7O5-660 


22 


CH3 


H 


C=N-0 


C35H46N6O5-630 



HI^J 2 3-2 8(7)jU^^^CT r p \C Jm V tz & U <0 it W) ft V T * > 
¥ £ ^ tf i£ I Il:^U;fUfe^, ffflft8-l 4 i: ©fi^^^t T'SiM 1 



m m m 2 3 




^S6«|2(^je«l«3£^riSft ( 1 0 0 m g , 0. 155mmol) & , > ^ ^ >f 
y > T ^ — b (l lmL, 0. 18 6mmol) D C « I ^ L , ^^*Cr 

* * » # L „ S^i^^^SlLT, lIO4S^90mg^Sf: (MF/E 
S I - MS ( M + H ) : C„H t ,H, 0,/ 7 0 3) e 

g tfe J 2 4 
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CO-/-Bu 



S 



mt&m2<DMMl&&?kf&yo ( 1 0 0 m g % 0. 155mmol) £ . * ^ )\> 4 
y ^ Or i/T * — h ( 1 3 m L , 0. 186mmol) (ODCMS«^I^L> M 
MT^«ffij$lf: 0 SJ^i^^^iiL, ffi£j£^£MPLC ( ~> y # . 5%M 
eOH/R»^^^) ^J:or»»Lr, IlOt*»8 7mg«:1}fc ( M F / 
ES I - MS ( M -f H ) : CnH 50 N s O 5 S/7 1 9) 0 



HJfi«2^ig«l*aJ£^*ft (lOOmg. 0. 155mmol) fc , M * ^ B£ 
( 1 9 m L ) ^il/NMM ( 3 4 m L . 0. 3 7 m m o 1 ) (ODCMg«i:i^ 
L . SfiT'l RFfflffi»Lfc B Rfi?S^«S:DCM-C«RL, IN HC1. ^ 
NaHC0 3 S«^J:t) { ^70Wlit'$&l, til^Mg SO,tt*l, IS 
ii U , S8LT, mM<D'lLf&yo8 5mz&nti (MF/ESI-MS ( M + H ) 
: C 37 H 49 N,0»/ 6 8 8) 0 



mmm 2 5 




CO-f-Bu 



O 



mmm 2 6 
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^IW2<DSiIS4^^ (1 0 Omg, 0. 155mmol) £ 1 H - y 
/-;U-l-*/U^^rf^^>S8I (22. 7 m g , 0. 1 5 5 m m o 1 ) & 
JztfDIEA (27. 0 m L . 0. l55mmol) (DUMF^U^^tU^l, 
, tfco x-f;u ( » 5 m L) «rJ05tT****«tiR*-a:fc D * 

J& 4£> £ [el HX L . iiJPO^-^/u-cac^L, iSffTCKISlt, j?r M <£> £ j£ $5 1 2 
3rag^|fc (MF/ES I - MS (M + H) :C 36 H < ,N i> O s /6 8 9) 0 



3I16«20jBHI«3£^JBR» (lOOmg, 0. 1 5 5 m m o 1 ) <D ^ ? S — )V 
(2mL) *g i^, ^;UA7;Ur t K ( 1 9 m L , 0. 2 3 m m o 1) £3 £ T 

fa ( 2 m l) Sr An * fc . »^»Sra«a-ci«Fiffl«»u^ 0 fTVTKsiMfc:**^ 

tFy n (lOmg, 0. 1 6 mm o 1 ) £ *n ;i , mn*&UX~m& 

fg ft L o IN HC1^10jS^^Dx.TS^^§il:t, C N , ^ j^J 1 

a HCO,j3j:tJ«^7^ yCS»l, MgSO«T-fl&zKL, » ifi b , »tt L ^ □ 7 



31 t6 J 2 7 




CO-r-Bu 
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75/V^^Dvh/77>f - (^y#. 2 : 18 : 8 0NH«OH/MeOH/ 

dcm) i:ioT2igo»it»fc^, es i-MSi:i5, m < mtti-t ZJj 

O^S^^^ftCft^ti^Ot^o^lMF/E S I - MS ( M + H ) :C 37 
H s , N , O 5 / 6 7 4 ) o 



a « 2 s 



o h 

V N \— 




NC r 



CO-f-Bu 



±lero3lig^j27*^<75^fiK^I ( 2 0 m g x 0. 03mmol) £ T H F (1 
mL) CUgri'L. 3 *|tyf /> (9. 2 m L , 0. 15mmol) tfeiLfc. 

dfc(MF/ES I - MS (M + H) :C, 8 H 6 ,N,0 6 I/6 8 8 ( M + ) ) „ 




7 y 7" • 7- > * y yl/HMP B fli (0. 2 0 m m o 1 / g ) 7 y y 1- ^ 7 ^ 
f C» LAilfc. BISrTHF/CH^ 1 ,5mLt'3lsia#Lfc. DIEAW 
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0. 7 5M THF/CH*Cl,*g#£2. 5mL«if: 0 ^nn^^p-^h 
d 7 x ^ ;U(7) 0 . 7 5 M THF/CH,C ljg|S2. 5 m L JlD i it 0 
^8. 5*IB»»tfc D f©*IStfft\ iB*rTHF/CH,C l,5mLt2 
[HjScr^LfCo 1:3 L-y^^^^/U^^x^/DIEA^O. 2 5 M i§ 5 
. 0 m L £ All ;i , 15. 5 (HI ffi j$ I „ f(DSf«$rtT^\ DMF5mL"C3lsJ 
ifc^Ltflo 1 : 1 - 5 Fmoc - (RS, SR) -b-^f^M/F77> 
/HOBtGOO. 5M DMFg«2. 5 m L ^ ill x. 0 DIC/3%DMAP 
(DO, 5M DMF|g*&2. 5 

mLSrJTOx., 3 BSBBiftfl* L fc. SO^iSSrtTl^ D M F 5 m L t 2 @it» I , T 
v" y Wfc *: » 0 iS L „ f ^ii l> DM F 5 m L "C 3 ®»» Lfc B f^y v?y^ 
20°/oDMFg$5mL^i|]^, 3 0^fflfi#Lfe o I s <D tfe fK t? V D M F <h 
THF/CH 2 C 1 2 ttlftl5mLT'3|iIf oft^Lf: 0 DIEA^O. 5 M 

2 . 5mL^)jQ^/: 0 ^po^|p-^ (>n7x^;KO0. 5M THF/C 
H 2 C 1 2 g$2. 5mUilD^, 4 5#RI]»#Lfco W tf> SN t? ^ . T H F / 

CH 2 C l 2 5mLt20$SLfc o 1 : 1 4 - ( 2 - F - 1 - ^<^X^ 

t y y e^y^^/D i eaco. 25m n m f t&m 5 . o m l & to 

fco 3 0»ffiffi)$Lfc o <P # ffle S: f? , DMF, THF/CH 2 C1 2 . THF 
, C H 2 C 1 2 , ^ y/p/V-zK CH 2 C 1 2 fcJ:t;*S8#5mLt5|Hlf O 
it^Lfcp ^mT^7kffim5mL&tojl. ^^LT4 0 t ^ 1X2 2^(11381$ 

-tin:, mmfrbfc&fa&i&mtsitizo fo»»^?n\ 

^^i?»MPLCi:j;oT^ilT, «»44«»28i^r#fc 0 v * i* *t <z> ft: 

M + 1 : 6 0 4 ) £ 5- x_ ft 0 
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MF 

ESI-MS (M+H) 



30 



H 



HN. 

"hnT 



NH 2 



C28H35N7O3 
518 



31 



CH3 



NH 2 



C29H37N7O3 
532 



32 



CH3 



.NH, 



C30H39N7O3 
546 



33 



CH3 



HN' 



C31H41N7O3 
560 



34 



CHs 



CH 3 N' 



C30H39N7O3 
546 



35 



CH3 



HN, 



CO z Me 



C32H41N7O5 
604 



36 



H 



CON(CH 3 ) 2 



C32H42N8O4. 
603 



37 



H 



HN NH 2 
CONH-i-Pr 



C33H44N8O4 
617 



33 



H 




C34H45N7O5 
631 



39 



CH3 



HN. 



CO z f-Bu 



NH 2 C35H47N7O5 
646 
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40 CH3 



HN 




C32H43N7O4 
590 



41 



CO a -/-pr 



C33H43N7O5 
618 



42 



CH3 CH 3 N - 



CQ 2 Me 



C33H43N7O5 
618 



43 CH3 



CH 3 N. 



C0 2 -Apr 



C35H47N7O5 
646 



44 CH3 



HN 
O 




NH 2 C35H47N7O4 
630 



45 CH3 



HN 




NH, 



C35H49N7O3 
616 



46 



H 



HN^^^^^NHg 
CONH-ABu 



C34H46N8O4 
631 



47 CH 3 




OH 



C31H41N7O4 
576 



48 CH3 



CH 3 N y^^v^, NH 2 
C0 2 -f-Bu 



C36H49N7O6 
661 



49 CH3 



HN 




NH 2 C33H41N9O4 
628 



Q N 



50 


CH3 


HN^^* 


" V "^NH 2 


C29H37N7O4 
548 


51 


CH3 


hn' 




C32H43N7O3 
604 


62 


CH3 






C30H38N6O4 
547 



( 128 ) 



$f S 2001-5198 




C32H42N804 

603 



C33H44N8O4 
617 



C34H46N8O5 
647 



C34H46N6O4S 
663 



ts: b k m <o it m \c i4 t (o t © a* *> 5 „ 
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£ m T y ir ± 

*^^Ofb^fe^yv h^^f yf^Hi: LT^itSS^Il, in vitroT y 
( Rens-Domiano et al. , Pharmacological Properties of Two Cloned Som 
atostatin Receptors, Mol.Pharm., 42 : 28- 34 ( 1 992 ) [Z H Tjk £ tt X V N 6 ; Sfc £fc 

h S STR l - 5(:o^t(Z)iS^ - KE^J*^ipi*?Libtt3SS'<**--«r« 

^^f^St*^tt5yyADNA(Z)^jt^, p c D N A 3 (Invitrogen) (O 
n--y^gjift^#ALfco ^ ffi t Mr {1 , h S S T R 1 Co^tll 1 
. 5kb^PSt I-XmnliJt, h S S T R 2 Co^T H 1 . 7 k b O B a 
mH I - H i n d I I I ill, hSSTR3Mo^"Cte2. OkbONcoI- 
H i n d I I I Kit , hSSTR4|:oi>tlil. 4kb^NheI-NdeI 
#r /f , hSSTR5l:o^t!13. 2kb(DXho I-Ec o R I Hit t'fco f: 

o 
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CHO — Kl$9flS£rATCC (American Type Culture Collection) A ^ 

pof ectamine) §: ffl l> X . 5 ^ S ± X <D h S S T R \Z. o V > T CD D N A X . 3© US £ 

Sti: h7^x7x^'> 3 yifc 0 **^>f i/yitt^ d - > £r ii « L , G4 1 
8$r^tfl§^T*m^L^ (4 0 0/igmL) 0 

F7y^7x^>3 y^f) 7 2Nf|g, ImM EGTA. 5 m M M g C 1 2 
% lO/zg/mLu^^^^y, lO^g/mL^y***^^ 200/ig/ra 
L s< is h 7 ^ <t 15 0 . 5 

^g/mLT^D^^^^^^SOmMhy^-HCl ( p H 7 . 8) ( $J f& 

i) J- » as «: in jr u . 4tt7»i, 24ooox g -eift^Lfc. 

^ y h o y (Brinkinan Poly tron ; 2 . 5 , 3 0 ) ^ffi ^ t , £g W Wl 1 "C 

^l^y hSrftBftLfco ^•tv?^ — h*:4 c C"C2 0^ra, 4 8 0 0 0 Xg|Itl 

l^c 0 S»*i 2 0 0 m H-t, 2 5 < C-C3 0#BK K^tS^^f K©#ftT 
* fc IS # # ffi T X % ( H 6 «J 1 0 i* g ) fM-Tyr^-V^b** 
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